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Abstract

Background and Objectives: Obstructive sleep apnea
(OSA) is an independent risk factor for stroke. Further-
more, intracranial arterial calcification (IAC) has been
validated as a marker for subclinical cerebrovascular
disease. However, the relationship between OSA with IAC
was less studied compared with its established associa-
tion with coronary artery calcification. In this study, we
aimed to investigate the association between the severity
of OSA and the degree of IAC in hospitalized patients
without preexisting cardiovascular disease. Methods: This
hospital-based observational study was conducted from
June 1, 2017, to May 1, 2019. In total, 901 consecutive
patients who underwent head computed tomography
scans and portable sleep monitoring were included. On
the basis of the apnea-hypopnea index (AHI), patients
were divided into four OSA severity groups (normal:
AHI <5/h; mild: 5< AHI <15/h; moderate: 15< AHI <30/h;

severe: AHI >30/h). Associations of OSA with IAC scores
were assessed by using multivariate logistic regression
analysis. Results: Of the 901 patients, 484 (53.7%) were
men; the mean (SD) age was 66.1 (10.0) years. The non-
OSA group included 207 (23.0%) patients; mild OSA, 209
(23.2%); moderate OSA, 235 (26.1%); and severe OSA, 169
(18.8%). Mean IAC scores were higher in the severe OSA
group compared with non-, mild, and moderate OSA
groups (4.79 vs. 2.58;4.79 vs. 2.94; 4.79 vs. 3.39; p < 0.001).
Multivariate analysis adjusted for confounding factors
revealed that only severe OSA was associated with a
higher IAC score (odds ratio [OR]: 1.65; 95% confidence
interval [Cl]: 1.43-1.91; p < 0.001). In stratified analyses by
BMI, among participants with a BMI <25 kg/m?, the
positive association between AHI values and IAC scores
was found in the moderate OSA group (OR: 1.23; 95% Cl:
1.05, 1.43; p = 0.01) and the severe OSA group (OR: 1.96;
95% Cl: 1.55, 2.48; p < 0.001). When stratified by gender, in
women, the positive association was found in the mod-
erate OSA group (adjusted OR: 1.21; 95% Cl: 1.02-1.51;p =
0.016) and the severe OSA group (adjusted OR: 1.76; 95%
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Cl: 1.36-2.25; p < 0.001). For the men group, a positive
association between IAC scores and AHI was only ob-
served in the severe OSA group. Discussion: These find-
ings suggest that OSA, in particular severe OSA (AHI >30),
is independently associated with higher IAC scores.
Women and no-obesity individuals appeared more sus-
ceptible to adverse OSA-related subclinical cerebrovas-
cular disease as measured by IAC scores.

© 2023 The Author(s).
Published by S. Karger AG, Basel

Introduction

Intracranial arterial calcification (IAC), a frequent
finding on head computed tomography (CT) scans, have
been established to be an independent predictor of ad-
verse clinical outcomes including ischemic stroke, cere-
bral small vessel disease, and cognitive impairment [1-4].
Previously considered as a proxy of atherosclerosis,
vascular calcification shares some traditional cardiovas-
cular risk factors with other atherosclerotic diseases, such
as age, smoking, hypertension, and diabetes [5-9]. In
recent years, with the in-depth research of IAC, new risks
have emerged and have been identified, which might lead
to new therapeutic options for prevention of cerebro-
vascular diseases.

Obstructive sleep apnea (OSA) is characterized by
repetitive upper airway collapse during sleep resulting in
intermittent hypoxemia and sleep fragmentation, with an
approximate prevalence ranging from 9% to 38% of the
general population [10]. Early observational studies in-
dicated a high prevalence of OSA in patients with car-
diovascular disease (CVD), although a causal association
was unclear and underlying mechanisms remains in-
completely understood. In coronary artery disease
studies, previous studies have demonstrated an associa-
tion between OSA and increased coronary artery calci-
fication (CAC), which is a surrogate marker for sub-
clinical atherosclerosis [11-14]. So far, however, the as-
sociation between OSA and vascular calcification in the
intracranial arteries, both highly prevalent among older
adults, has been investigated by very few studies [15]. To
better understand the relation between OSA and cere-
brovascular diseases, examining the association between
OSA and subclinical cerebral atherosclerotic changes may
be valuable. Furthermore, OSA is a heterogeneous dis-
order with physiological and polysomnographic differ-
ences between obesity categories and gender [16, 17];
however, whether gender and obesity modify the risk of
IAC in patients with OSA is uncertain.
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In the present hospital-based study, we aimed to in-
vestigate the association of risk of OSA with IAC in
patients with no previous history of CVD. We also as-
sessed the relationships between OSA and IAC in dif-
ferent gender and obesity groups.

Methods

The study protocol was approved by the Clinical Ethics
Committees of the participating hospitals. This cross-sectional
study is reported following the Strengthening the Reporting of
Observational Studies in Epidemiology (STROBE) reporting
guideline (online suppl. 1; for all online suppl. material, see https://
doi.org/10.1159/000533843).

Study Participants

This retrospective study included consecutive patients who
underwent both head CT scans and portable sleep monitoring
from June 1, 2017, to May 1, 2019. The inclusion criteria were
age >18 years and have performed both head CT scans and sleep
monitoring. The exclusion criteria were as follows: (1) obviously
poor image quality; (2) insufficient clinical data; (3) inadequate
period of sleep (<2 h); (4) subjects with known sleep disorders and
breathing on continuous positive airway pressure; (5) history of
CVD; (6) gastric tube or endotracheal tube insertion. The fol-
lowing data were obtained from the electronic medical records:
clinical demographic factors, including age and sex; blood tests
included total cholesterol (TC), low-density-lipoprotein choles-
terol, high-density-lipoprotein cholesterol (HDL-C), triglyceride
(TG), hemoglobin Alc, homocysteine (Hcy); height; weight;
smoking status; alcohol drinking; past medical history; and
treatment.

Obesity was defined as BMI >25 kg/m? based on the cutoffs for
Asian population as recommended by the WHO. Hypertension
was defined as systolic blood pressure above 140 mm Hg or di-
astolic blood pressure of >90 mm Hg or a history of hypertension.
The diagnosis of diabetes mellitus was based on a 75 g oral glucose
tolerance test or as hemoglobin Alc >6.0% or a history of diabetes.

Image Acquisition and IAC Assessment

CT imaging was performed by using a 64-row multidetector CT
scanner without contrast administered. The patient’s head is
positioned to achieve a standard axial plane with tilting along the
occipital-mental line, ensuring coverage of every region from skull
base to the vertex. Two readers who were blinded to clinical in-
formation of patients independently evaluated the CT images by
visual analysis.

The severity of IAC was assessed using visual grading scales.
Major intracranial artery segments (internal carotid artery [ICA]
C3-C7 segments, M1 segment of middle cerebral artery, V4
segments of vertebral artery, and basilar artery) were assessed. The
presence of IAC was defined as hyperdense foci over 130
Hounsfield units. As the established IAC scoring method described
in our previous study [18, 19], an overall CT score of 0-2, 3-5, and
6-8 was considered as mild, moderate, and severe degrees of IAC,
respectively.
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OSA Examination

The diagnosis of OSA was assessed using a portable device
testing, a validated portable respiratory monitor that records
apneas and oxygen saturation. All recordings were undertaken at
the hospital under the control of a sleep technologist. Apnea was
defined as a total absence (>90%) and hypopneas as a decrease in
nasal flow for >10 s, accompanied by at least 3% decreased in blood
oxygen saturation, respectively. The apnea-hypopnea index (AHI)
was calculated by dividing the total number of apneas and hy-
popneas by total time in bed. The OSA was defined as an AHI >5
events/hr of greater than or equal to 5 per hour. OSA severity was
graded as mild (AHI 5-15/h), moderate (AHI 15-30/h), and severe
(AHI >30/h), in accordance with previous reports. Automated
analysis was verified by an investigator experienced with the
technique and who was blinded to other clinical data.

Statistical Analysis

Baseline demographic factors, clinical characteristics, and
laboratory tests findings were compared between four AHI groups.
Continuous data were presented as mean * SD for normally
distributed data, and categorical variables were shown as fre-
quencies (%). Continuous variables were compared using ANOVA
if data are normally distributed or the Kruskal-Wallis test when
data are not normally distributed. Categorical variables were
compared using the x* test. Multiple comparisons were used for
pairwise comparisons of IAC values in the four OSA groups.
Multivariate regression analysis was further used to investigate the
independent variables. Covariates selected for further analysis
were the variables with significant differences between groups in
the clinical analysis and their biological importance as cerebro-
vascular risk factors. We progressively tested three models inde-
pendently for OSA and IAC: model 1: adjusted for BMI; model 2:
further adjusted for sex; model 3: model 2 plus age, current
smoking, current alcohol use, hypertension, diabetes, TG, TC,
LDL, HDL, Hcy. Multiple imputation was used to handle patients
with missing clinical data. For all statistical tests, A 2-sided p < 0.05
was statistically significant. All statistical analyses were performed
using the SPSS software version 26 (IBM, Chicago, IL, USA).

Results

Baseline Characteristics of the Study Sample

A total of 1,076 patients with head CT scans and sleep
monitoring were initially included. The following number
of patients were excluded: 26 patients with poor CT
imaging quality and 33 patients with inadequate period of
sleep (<2 h), 106 patients for a history of CVD, 4 patients
for insufficient data, and 6 patients for being gastric tube
or endotracheal tube insertion. A total of 901 participants
were included in the final analysis (Fig. 1). The mean age
of the 901 patients was 66.1 + 10.0 years, and 53.7% were
male. A total of 694 individuals (77.0%) were diagnosed
with OSA according to AHI criteria. Within this OSA
group, 290 (32.2% of the complete study sample) had
mild, 235 (26.1%) had moderate, and 169 (18.7%) had
severe OSA. The characteristics of the studied population

Obstructive Sleep Apnea and Intracranial
Artery Calcification

according to OSA severity are listed in Table 1. There was
a significant difference in age, gender, BMI, Hcy, history
of hypertension or diabetes among the four AHI groups
(p < 0.001). However, there were no differences in
smoking or alcohol status, TC, low-density-lipoprotein
cholesterol, high-density-lipoprotein cholesterol, and TG
among the four groups (all, p > 0.05).

Association of OSA with IAC Scores

Mean IAC scores were higher in the severe OSA group
compared with non-, mild, and moderate OSA groups
(4.79 vs. 2.58;4.79 vs. 2.94; 4.79 vs. 3.39; p < 0.001); There
was also a significant difference in IAC scores between the
moderate OSA group and the normal group (p = 0.001)
(Fig. 2). Using the non-OSA group as a reference, in the
unadjusted model, odds ratio (OR) for IAC scores was
1.08 (95% confidence interval [CI]: 1.00, 1.18) in the mild
OSA group, 1.18 (95% CI: 1.08, 1.30) in the moderate
OSA group, and 1.66 (95% CI: 1.47, 1.87) in the severe
OSA group. After adjusting for BMI (model 1) and ad-
ditionally adjusting for sex (model 2), the association
remained significant in the moderate or severe OSA
group (both p < 0.05). After further accounting for other
variables in model 3, the associations between the severity
of OSA and IAC scores were attenuated in the severe OSA
group but remained significant (OR: 1.65; 95% CI: 1.43,
1.91) (p < 0.001) (Table 2).

Multivariate models (Table 3) showed that age (p <
0.001), male sex (p = 0.009), hypertension (p = 0.004), and
moderate-severe OSA (p = 0.024) were risk factors for
IAC in the group with a score 3-5, when the group with
an IAC score of 0 was considered as the reference.
Similarly, age (p < 0.001), male sex (p = 0.027), hyper-
tension (p = 0.001), and moderate-severe OSA (adjusted
OR: 2.60; 95% CI: 1.35, 4.99; p = 0.004) were risk factors
for the group with an IAC score 6-8.

Association between OSA and IAC Scores Stratified by

BMI and Gender

Table 4 displays the results of the stratified analyses by
BMI. Among participants with a BMI >25, in fully ad-
justed model, AHI was not independently related to IAC
scores in all three OSA severity groups. Conversely,
among participants with a BMI <25, the positive asso-
ciation between AHI values and IAC scores was found in
the moderate OSA group (OR: 1.23; 95% CI: 1.05, 1.43;
p = 0.01) and the severe OSA group (OR: 1.96; 95% CI:
1.55, 2.48; p < 0.001).

Table 5 demonstrates the association between OSA
severity and IAC scores stratified by gender. In women,
15 < AHI <30 (compared to AHI <5) was associated with
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Consecutive patients who admitted to the department of
Neurology and underwent brain CT scans and portable
sleep monitoring between June 1, 2017, and March 1, 2019

n=1076
Excluded: 59
— P Poor CT imaging quality (26)
Inadequate period of sleep (33)
 J
Initially included in this study
= 1017
Excluded: 116
History of cardiovascular disease (n=106)
Insufficient clinical data for analysis (n=4)
Gastric tube or endotracheal tube insertion (n=6)
4

A total of 901 participants were enrolled in this study

Fig. 1. Flowchart of study participant exclusion criteria in this study.

1.2-fold odds of having higher IAC scores (adjusted OR:
1.21; 95% CI: 1.02-1.51; p = 0.016), the positive associ-
ation was also found in the severe OSA group (adjusted
OR: 1.76; 95% CI: 1.36-2.25; p < 0.001), and no significant
association was observed in participants with 5 <
AHI <15. For the men group, a positive association
between IAC scores and AHI was only observed in
participants with AHI >30.

Discussion

This study found positive, statistically significant as-
sociations between IAC scores and severe OSA
(AHI >30), in adults with suspected OSA. The association
remained significant after thorough adjustment for ad-
ditional confounding factors, indicating a strong, inde-
pendent link between the two variables. Of interest, we
observed that the effect of OSA on IAC would be stronger
among nonobese and women participants.
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OSA have been reported to be associated with arterial
calcification in different populations but mainly focus on
CAC. In a cross-sectional study of 202 patients without
clinical coronary disease, Sorajja et al. [20] found that
the presence of OSA was independently associated with
the presence and degree of CAC. Another prospective
cohort study that included 2,603 participants showed
that OSA was associated with CAC score progression
after adjustment for demographics and BMI. However,
the results were attenuated after adjustment for tradi-
tional CVD risk factors [13]. Similar to the correlation
between OSA and arterial calcification in other loca-
tions, IAC may be associated with OSA. However, few
studies have investigated the relationship between the
two variables [15, 21]. In the present study, we revealed
that severe OSA was independently associated with
higher TAC scores in a large sample of adults. This
finding is consistent with a previous study investigating
73 ischemic stroke patients in the ICA territory due to
large-artery atherosclerosis, which found that the
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Table 1. Baseline characteristics of study participants

Characteristics No OSA (n = 207) Mild OSA (n = 290) Moderate OSA (n = 235) Severe OSA (n = 169) p value
Age, years 63.7249.48 65.961+9.75 67.90+9.74 69.13+£10.60 <0.001
Male, n (%) 89 (43.00) 151 (52.07) 132 (56.17) 112 (66.27) <0.001
Current smoking, n (%) 30 (14.50) 50 (17.24) 51 (21.70) 31 (18.34) 0.247
Current drinking, n (%) 13 (6.28) 19 (6.55) 16 (6.81) 11 (6.51) 0.997
SBP, mm Hg 138.06+20.31 140.13+£19.90 143.99+20.47 144.82+20.23 0.001
DBP, mm Hg 81.99+12.64 84.34+12.10 85.81+12.54 85.34+12.60 0.006
BMI, kg/m? 23.64+4.37 24.10+£3.61 24.20+3.63 25.13+4.12 <0.001
AHI, mean (SD) 2.25+1.45 9.51+2.89 21.46+3.88 42.49+12.84 <0.001
Min Sao,, % 89.53+4.10 86.25+5.35 84.06+5.88 85.40+7.89 <0.001
IAC scores, mean (SD)  2.58+2.21 2.94+2.15 3.39+2.10 4.79+2.08 <0.001
Blood test, mean (SD)
TCH, mmol/L 4.67+1.20 4.54+1.03 4,69+1.25 447+1.25 0.105
HDL-C, mmol/L 1.14+0.29 1.13+0.30 1.13+0.28 1.09+0.27 0.295
LDL-C, mmol/L 3.08+1.05 2.99+0.94 3.07+1.11 2.83+1.02 0.058
TG, mmol/L 1.51+0.85 1.51+£1.00 1.56+1.23 1.57+0.98 0.906
HbA1c, % 6.11+£1.22 6.13+1.21 6.22+1.39 6.31+£1.32 0.062
Hcy, umol/L 10.13+£3.35 10.91+4.16 11.52+4.81 12.24+4.47 <0.001
Medical history, n (%)
Hypertension 102 (49.28) 170 (58.62) 152 (64.68) 104 (61.54) 0.009
Diabetes 42 (20.29) 58 (20.00) 47 (20.00) 53 (31.36) 0.018

Categorical variables are shown as number (percentage); continuous variables as mean + standard deviation. SBP, systolic blood
pressure; DBP, diastolic blood pressure; BMI, body mass index; TC, total cholesterol; TG, triglyceride; HDL, high-density lipoprotein;
LDL, low-density lipoprotein; HbA1c, hemoglobin A1c; Hcy, homocysteine; LDL-C, low-density lipoprotein cholesterol; HDL-C, high-

density-lipoprotein cholesterol.

p<0.001
p<0.001
8 p<0.001
p=0.001
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|
55AHI< 15
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Fig. 2. Differences in IAC scores by the OSA grades.

presence of ICA calcification was related to high risk for
OSA. Of note, the sample size was fairly small in that
study, and the risk for OSA was assessed using the Berlin

Obstructive Sleep Apnea and Intracranial
Artery Calcification

Questionnaire, which may limit the validity and gen-
eralizability of their findings [15].

OSA is characterized by recurrent episodes of complete
or partial airway obstruction, resulting in intermittent
hypoxia and reoxygenation to body tissues and organs,
which could contribute to artery calcification through
direct and indirect mechanisms. First, OSA-chronic in-
termittent hypoxia could promote oxidative stress by
increasing reactive oxygen species expression, inflam-
mation by increasing NF-«B activity, and BP elevation by
an increase in sympathetic activity and ultimately the
formation of artery calcification or causing damage to
multiple systems [22-24]. Additionally, artery calcifica-
tion progression could occur through OSA indirect
mechanisms. Patients with OSA usually have several
comorbidities, such as hypertension, obesity, diabetes,
and hyperlipidemia, which are all proven common risk
factors for TAC [25-28].

In the present study, we found that women tend to
have a lower AHI than males, which was consistent with
most of the previous studies [29, 30]. Noteworthily, in
women, we found a high risk of IAC in patients with
moderate/severe OSA, suggesting that women may be
more susceptible than men to some cerebrovascular
disorders caused by OSA [12]. Although the underlying
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Table 2. Multiple analyses of AHI and IAC scores

AHI/h Unadjusted OR (95% Cl) Model 1 OR (95% Cl) Model 2 OR (95% Cl) Model 3 OR (95% Cl)
AHI <5 Ref Ref Ref Ref

5< AHI <15 1.08 (1.00, 1.18) 1.02 (1.00, 1.07) 1.06 (0.97, 1.16) 1.05 (0.95, 1.16)

15< AHI <30 1.18 (1.08, 1.30)? 1.16 (1.06, 1.28)° 1.15 (1.04, 1.27)2 1.11 (1.00, 1.24)

AHI >30 1.66 (1.47, 1.87)2 1.71 (1.50, 1.96)2 1.69 (1.48, 1.94)2 1.65 (1.43, 1.91)2

Model 1: adjusted for BMI. Model 2: further adjusted for gender. Model 3: further adjusted for age, current smoking, current
alcohol use, history of CAD, history of hypertension, history of diabetes, TG, TC, LDL, HDL, Hcy. ?p < 0.05.

Table 3. Multivariate analysis to
identify factors associated with IAC
degrees compared with the group
with an IAC score of 0

Characteristic

IAC scores

1-2

3-5

6-8

OR (95% CI)

OR (95% CI)

OR (95% CI)

Age 1.07 (1.03, 1.10)® 1.08 (1.06, 1.11)  1.14 (1.10, 1.19)?
Male sex 1.37 (0.81, 2.31) 1.79 (1.16, 2.77)®  2.09 (1.09, 4.02)?
BMI 1.02 (0.96, 1.09) 1.04 (0.99, 1.10) 1.03 (0.96, 1.12)
Hypertension 1.21 (0.70, 2.08)  1.97 (1.25, 3.11)®  3.07 (1.56, 6.04)?
Diabetes 1.58 (0.79, 3.16) 1.37 (0.76, 2.47) 1.95 (0.89, 4.26)
Moderate-severe OSA  0.93 (0.52, 1.65) 1.69 (1.07, 2.66)® 2.60 (1.35, 4.99)2
ap < 0.05.
Table 4. Logistic regression analysis of
IAC scores in relation to AHI stratified AHI score, compared to AHI/h OR? 95% ClI p value
by BMI AHI <5/h
BMI <25 kg/m? 5 <AHI <15 1.09 (0.95, 1.25) 0.23
15 <AHI <30 1.23 (1.05, 1.43) 0.01
AHI =30 1.96 (1.55, 2.48) <0.001
BMI >25 kg/m2 5 <AHI <15 1.04 (0.85, 1.26) 0.72
15 <AHI <30 1.09 (0.89, 1.32) 042
AHI >30 1.20 (0.98, 1.08) 0.10
@Adjusted for age, gender, current smoking, current alcohol use, history of CAD,
history of hypertension, history of diabetes, TG, TC, LDL, HDL, Hcy.
Table 5. Multivariate regression analysis: association between IAC scores and AHl, stratified by gender
AHI categories/h Women (n = 417) Men (n = 484)
adjusted OR (95% Cl) p value adjusted OR (95% Cl) p value
AHI <5 1 — 1 —
5 <AHI <15 0.93 (0.80, 1.12) 0.864 1.15 (0.94, 1.32) 0.079
15 <AHI <30 1.21 (1.02, 1.51) 0.016 1.08 (0.94, 1.35) 0.145
AHI >30 1.76 (1.36, 2.25) <0.001 1.52 (1.29, 2.04) <0.001
Adjusted for age, BMI, current smoking, current alcohol use, history of CAD, history of hypertension,
history of diabetes, TG, TC, LDL, HDL, Hcy.
396 Neuroepidemiology 2023;57:391-399 Li/Chen/Du/Zhang/Hua/Cheng/Li/Chen
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physiological mechanisms are still not clearly defined, the
endothelial dysfunction caused by OSA is among those
suspected. Compared with men, women with OSA re-
portedly have more endothelial dysfunction and are more
likely to develop hypertension and insulin resistance [31,
32]. In addition, previous studies have shown that, with
equivalent AHI, C-reactive protein and fibrinogen levels
were higher in women compared with men, suggesting
that sex-different inflammatory response to OSA may be
another key factor [33-36].

Our data showing that nonobese patients tend to
have less severe OSA compared with obese patients are
consistent with previous reports [37, 38]. Moreover, the
current findings also suggest that sleep apnea, espe-
cially moderate to severe OSA (AHI >15), is inde-
pendently associated with IAC, mainly in nonobese
individuals. These results provide an important addi-
tional insight into the relationship between obesity,
OSA, and artery calcification. OSA and obesity fre-
quently coexist, and each one is strongly linked to the
development of artery calcification. In a large sample
undergoing CAC scoring, the odds of CAC were in-
creased in those overweight and obese participants
compared with those with normal BMI, even after
adjustment for traditional risk factors [39]. Results
from community-based studies also shown positive
association between AHI severity and CAC; however,
additional adjustment for BMI reduced the association
to a nonsignificant level [13, 40, 41]. In this study, the
positive association between moderate-to-severe OSA
(AHI >15) and IAC scores was found only among
nonobese participants, suggesting that obesity is a
confounding factor between OSA and IAC. Addi-
tionally, the findings of this study suggest the impor-
tance of early screening for OSA, especially in nonobese
individuals, for early intervention and prevention of
cerebrovascular disease in these patients.

Strengths and Limitations

The main strengths of this study are the large sample of
individuals, the detailed information on relevant con-
founders, as well as in-depth exploration of the rela-
tionship between OSA and IAC in different gender and
obesity classifications, but some limitations should be
addressed. A first limitation is that this was a cross-
sectional study, and as such, we could not establish a
cause-and-effect relationship between OSA and IAC
scores. Second, we use a portable, although validated,
sleep monitor, and several important sleep parameters
were not captured. Third, in the current analysis, we did
not explore the relationship between OSA and different

Obstructive Sleep Apnea and Intracranial
Artery Calcification

patterns of IAC (intimal and medial calcification).
However, we believe that follow-up studies are warranted
as understanding the association of OSA with IAC pat-
terns may help to explore the underlying mechanism of
IAC formation. Finally, as the study population was
limited to participants with suspected OSA, this might be
a potential source for selection bias and thus may not be
extrapolated to other populations.

Since the current research findings were acquired from
one-center clinical study, further validations using a
public database or other cohorts will make the findings
more reliable. Based on these study findings, our research
team will continue this study by exploring comparable
public database or collaborating with another research
institute for future validations. Moreover, performing a
Mendelian randomization analysis to investigate the
genomic relationship between OSA and IAC may provide
an in-depth explanation of the underlying mechanism
accounting for OSA-induced multisystem diseases. Fu-
ture studies will be designed to analyze the genomic
relationship between OSA and IAC.

Conclusion

These analyses found significant associations between
severe OSA, with AHI >30 per h and IAC scores in a
large-scale, hospital-based study, especially among
women and no-obesity individuals.

Statement of Ethics

This study protocol was reviewed and approved by the Clinical
Ethics Committees of the Second Affiliated Hospital of Guangzhou
Medical University, approval number (2022-Y]JS-ks-03). Informed
consent was waived because of the retrospective nature of the
study, and the analysis used anonymous clinical data.

Conflict of Interest Statement

None reported.

Funding Sources

This study has received seed funding from the PolyU Research
Institute for Smart Ageing (RISA). The funding sources had no
role in the design and conduct of the study; collection, manage-
ment, analysis, and interpretation of the data; preparation, review,
or approval of the manuscript; and decision to submit the
manuscript for publication.

Neuroepidemiology 2023;57:391-399 397
DOI: 10.1159/000533843

202 4990300 G| uo Jasn AjsieAlun oluyosklod Buoy BuoH ay L Aq Jpd-e8E€5000/56.290/ L 6E/9/LG/sPd-0jdNe/PaU WO JoBIeN//:d)Y Woly papeojumoq


https://doi.org/10.1159/000533843

—

[\S}

w

=)}

~

(e}

10

11

Author Contributions

References

Bos D, Ikram MA, Elias-Smale SE, Krestin
GP, Hofman A, Witteman JC, et al. Calcifi-
cation in major vessel beds relates to vascular
brain disease. Arterioscler Thromb Vasc Biol.
2011;31(10):2331-7.

Li X, Du H, Li J, Chen X. Intracranial artery
calcification as an independent predictor of
ischemic stroke: a systematic review and a
meta-analysis. BMC Neurol. 2023;23(1):21.
Bos D, Vernooij MW, de Bruijn RF, Koud-
staal PJ, Hofman A, Franco OH, et al. Ath-
erosclerotic calcification is related to a higher
risk of dementia and cognitive decline. Alz-
heimers Dement. 2015;11(6):639-47.el.
Zacharias HU, Weihs A, Habes M, Wittfeld K,
Frenzel S, Rashid T, et al. Association between
obstructive sleep apnea and brain white matter
hyperintensities in a population-based cohort
in Germany. JAMA Netw Open. 2021;4(10):
€2128225.

Bartstra JW, van den Beukel TC, Van Hecke
W, Mali W, Spiering W, Koek HL, et al.
Intracranial arterial calcification: prevalence,
risk factors, and consequences: jacc review
topic of the week. ] Am Coll Cardiol. 2020;
76(13):1595-604.

Vos A, Kockelkoren R, de Vis JB, van der
Schouw YT, van der Schaaf IC, Velthuis BK,
et al. Risk factors for atherosclerotic and
medial arterial calcification of the intracranial
internal carotid artery. Atherosclerosis. 2018;
276:44-9.

van der Toorn JE, Engelkes SR, Ikram MK,
Ikram MA, Vernooij MW, Kavousi M, et al.
Vertebrobasilar artery calcification: preva-
lence and risk factors in the general pop-
ulation. Atherosclerosis. 2019;286:46-52.
Chen XY, Lam WW, Ng HK, Fan YH, Wong
KS. Intracranial artery calcification: a newly
identified risk factor of ischemic stroke.
J Neuroimaging. 2007;17(4):300-3.

Bos D, van der Rijk M]J, Geeraedts TE,
Hofman A, Krestin GP, Witteman JC, et al.
Intracranial carotid artery atherosclerosis:
prevalence and risk factors in the general
population. Stroke. 2012;43(7):1878-84.
Patel SR. Obstructive sleep apnea. Ann Intern
Med. 2019;171(11):1tc81-96.

Lu M, Fang F, Wang Z, Xu L, Sanderson JE,
Zhan X, et al. Association between osa and
quantitative atherosclerotic plaque burden: a
coronary ct angiography study. Chest. 2021;
160(5):1864-74.

Xuelong Li and Xiangyan Chen had full access to all of the data
in the study and take responsibility for the integrity of the data and
the accuracy of the data analysis. Concept and design: Xuelong Li
and Xiangyan Chen. Acquisition, analysis, or interpretation of
data: Xuelong Li, Heng Du, Yangyang Cheng, Junru Chen, Yujing

12

13

14

15

16

17

18

19

20

21

22

Zhang, and Jiewei Hua. Drafting of the manuscript and sta-
tistical analysis: Xuelong Li. Critical revision of the manuscript

supplement 2.

Medeiros AK, Coutinho RQ, Barros IM,
Costa LO, Leite AP, Bittencourt MS, et al.
Obstructive sleep apnea is independently
associated with subclinical coronary athero-
sclerosis among middle-aged women. Sleep
Breath. 2017;21(1):77-83.

Kwon Y, Duprez DA, Jacobs DR, Nagayoshi
M, McClelland RL, Shahar E, et al. Ob-
structive sleep apnea and progression of
coronary artery calcium: the multi-ethnic
study of atherosclerosis study. ] Am Heart
Assoc. 2014;3(5):e001241.

Lutsey PL, McClelland RL, Duprez D, Shea S,
Shahar E, Nagayoshi M, et al. Objectively
measured sleep characteristics and preva-
lence of coronary artery calcification: the
multi-ethnic study of atherosclerosis sleep
study. Thorax. 2015;70(9):880-7.

Woo HG, Song TJ, Jung JS, Oh SW, Lee SC,
Seok JM, et al. Association between the high
risk for obstructive sleep apnea and intra-
cranial carotid artery calcification in patients
with acute ischemic stroke. Sleep Breath.
2021;25(1):299-307.

Lin CM, Davidson TM, Ancoli-Israel S.
Gender differences in obstructive sleep apnea
and treatment implications. Sleep Med Rev.
2008;12(6):481-96.

Tuomilehto H, Seppi J, Uusitupa M. Obesity
and obstructive sleep apnea - clinical sig-
nificance of weight loss. Sleep Med Rev. 2013;
17(5):321-9.

Li X, Du H, Yang W, Chen J, Li X, Chen X.
The association of renal impairment with
different patterns of intracranial arterial
calcification: intimal and medial calcification.
Atherosclerosis. 2022;363:42-7.

Wu XH, Chen XY, Wang L], Wong KS. In-
tracranial artery calcification and its clinical
significance. J Clin Neurol. 2016;12(3):253-61.
Sorajja D, Gami AS, Somers VK, Behrenbeck
TR, Garcia-Touchard A, Lopez-Jimenez F.
Independent association between obstructive
sleep apnea and subclinical coronary artery
disease. Chest. 2008;133(4):927-33.

Koh TK, Kang EJ, Bae WY, Kim SW, Kim
CH, Koo SK, et al. Quantitative analysis of
carotid arterial calcification using airway ct in
obstructive sleep apnea. Auris Nasus Larynx.
2019;46(4):559-64.

Lévy P, Kohler M, McNicholas WT, Barbé F,
McEvoy RD, Somers VK, et al. Obstructive
sleep apnoea syndrome. Nat Rev Dis Primers.
2015;1:15015.

398

Neuroepidemiology 2023;57:391-399
DOI: 10.1159/000533843

23

24

25

26

27

28

29

30

31

32

33

34

for important intellectual content: all the authors. Obtained
funding: Xiangyan Chen. Administrative, technical, or material
support: Xuelong Li and Xianliang Li. Supervision: Xiangyan
Chen and Xianliang Li. For data sharing statement, see online

May AM, Mehra R. Obstructive sleep apnea:
role of intermittent hypoxia and inflamma-
tion. Semin Respir Crit Care Med. 2014;
35(5):531-44.

Dewan NA, Nieto FJ, Somers VK. Intermit-
tent hypoxemia and osa: implications for
comorbidities. Chest. 2015;147(1):266-74.
Perger E, Pengo MF, Lombardi C. Hyper-
tension and atrial fibrillation in obstructive
sleep apnea: is it a menopause issue? Maturitas.
2019;124:32-4.

Giampa SQC, Lorenzi-Filho G, Drager LF.
Obstructive sleep apnea and metabolic syn-
drome. Obesity. 2023;31(4):900-11.

Lavie P, Herer P, Hoffstein V. Obstructive
sleep apnoea syndrome as a risk factor for
hypertension: population study. BMJ. 2000;
320(7233):479-82.

Giindiiz C, Basoglu OK, Hedner ], Zou D,
Bonsignore MR, Hein H, et al. Obstructive
sleep apnoea independently predicts lipid
levels: data from the european sleep apnea
database. Respirology. 2018;23(12):1180-9.
Appleton S, Gill T, Taylor A, McEvoy D, Shi
Z, Hill C, et al. Influence of gender on as-
sociations of obstructive sleep apnea symp-
toms with chronic conditions and quality of
life. Int J Environ Res Public Health. 2018;
15(5):930.

Wimms A, Woehrle H, Ketheeswaran S,
Ramanan D, Armitstead J. Obstructive sleep
apnea in women: specific issues and inter-
ventions. BioMed Res Int. 2016;2016:
1764837.

Walia HK. Beyond heart health: conse-
quences of obstructive sleep apnea. Cleve Clin
] Med. 2019;86(9 Suppl 1):19-25.

Polotsky VY, Patil SP, Savransky V, Laffan A,
Fonti S, Frame LA, et al. Obstructive sleep
apnea, insulin resistance, and steatohepatitis
in severe obesity. Am J Respir Crit Care Med.
2009;179(3):228-34.

Gouveris H, Bahr K, Jahn C, Matthias C,
Simon P. The apnea-hypopnea index un-
derestimates  systemic inflammation in
women with sleep-disordered breathing.
] Womens Health (Larchmt). 2018;27(7):
920-6.

Thompson C, Legault J, Moullec G, Marti-
neau-Dussault M, Baltzan M, Cross N, et al.
Association between risk of obstructive sleep
apnea, inflammation and cognition after
45 years old in the canadian longitudinal
study on aging. Sleep Med. 2022;91:21-30.

Li/Chen/Du/Zhang/Hua/Cheng/Li/Chen

202 4990300 G| uo Jasn AjsieAlun oluyosklod Buoy BuoH ay L Aq Jpd-e8E€5000/56.290/ L 6E/9/LG/sPd-0jdNe/PaU WO JoBIeN//:d)Y Woly papeojumoq


https://www.karger.com/Article/FullText/533843?ref=1#ref1
https://www.karger.com/Article/FullText/533843?ref=2#ref2
https://www.karger.com/Article/FullText/533843?ref=3#ref3
https://www.karger.com/Article/FullText/533843?ref=3#ref3
https://www.karger.com/Article/FullText/533843?ref=4#ref4
https://www.karger.com/Article/FullText/533843?ref=5#ref5
https://www.karger.com/Article/FullText/533843?ref=6#ref6
https://www.karger.com/Article/FullText/533843?ref=7#ref7
https://www.karger.com/Article/FullText/533843?ref=8#ref8
https://www.karger.com/Article/FullText/533843?ref=9#ref9
https://www.karger.com/Article/FullText/533843?ref=10#ref10
https://www.karger.com/Article/FullText/533843?ref=10#ref10
https://www.karger.com/Article/FullText/533843?ref=11#ref11
https://www.karger.com/Article/FullText/533843?ref=12#ref12
https://www.karger.com/Article/FullText/533843?ref=12#ref12
https://www.karger.com/Article/FullText/533843?ref=13#ref13
https://www.karger.com/Article/FullText/533843?ref=13#ref13
https://www.karger.com/Article/FullText/533843?ref=14#ref14
https://www.karger.com/Article/FullText/533843?ref=15#ref15
https://www.karger.com/Article/FullText/533843?ref=16#ref16
https://www.karger.com/Article/FullText/533843?ref=17#ref17
https://www.karger.com/Article/FullText/533843?ref=18#ref18
https://www.karger.com/Article/FullText/533843?ref=19#ref19
https://www.karger.com/Article/FullText/533843?ref=20#ref20
https://www.karger.com/Article/FullText/533843?ref=21#ref21
https://www.karger.com/Article/FullText/533843?ref=22#ref22
https://www.karger.com/Article/FullText/533843?ref=23#ref23
https://www.karger.com/Article/FullText/533843?ref=24#ref24
https://www.karger.com/Article/FullText/533843?ref=25#ref25
https://www.karger.com/Article/FullText/533843?ref=26#ref26
https://www.karger.com/Article/FullText/533843?ref=27#ref27
https://www.karger.com/Article/FullText/533843?ref=28#ref28
https://www.karger.com/Article/FullText/533843?ref=29#ref29
https://www.karger.com/Article/FullText/533843?ref=30#ref30
https://www.karger.com/Article/FullText/533843?ref=31#ref31
https://www.karger.com/Article/FullText/533843?ref=31#ref31
https://www.karger.com/Article/FullText/533843?ref=32#ref32
https://www.karger.com/Article/FullText/533843?ref=33#ref33
https://www.karger.com/Article/FullText/533843?ref=34#ref34
https://doi.org/10.1159/000533843

35

36

37

Stanek A, Brozyna-Tkaczyk K, Myélinski W.
Oxidative stress markers among obstructive
sleep apnea patients. Oxid Med Cell Longev.
2021;2021:9681595.

Bhattacharjee R, Kheirandish-Gozal L, Ka-
ditis AG, Verhulst SL, Gozal D. C-reactive
protein as a potential biomarker of residual
obstructive sleep apnea following ad-
enotonsillectomy in children. Sleep. 2016;
39(2):283-91.

Wu MF, Chen YH, Chen HC, Huang WC.
Interactions among obstructive sleep apnea
syndrome severity, sex, and obesity on cir-
culatory inflammatory biomarkers in patients

Obstructive Sleep Apnea and Intracranial
Artery Calcification

38

39

with suspected obstructive sleep apnea syn-
drome: a retrospective, cross-sectional study.
Int J Environ Res Public Health. 2020;17(13):
4701.

Romero-Corral A, Caples SM, Lopez-Jime-
nez F, Somers VK. Interactions between
obesity and obstructive sleep apnea: impli-
cations for treatment. Chest. 2010;137(3):
711-9.

Jensen JC, Dardari ZA, Blaha M]J, White S,
Shaw LJ, Rumberger J, et al. Association of
body mass index with coronary artery cal-
cium and subsequent cardiovascular mor-
tality: the coronary artery calcium consor-

40

41

tium. Circ Cardiovasc Imaging. 2020;13(7):
€009495.

Seo MY, Lee JY, Hahn JY, Ryu G, Hong SD,
Dhong HJ, et al. Association of obstructive
sleep apnea with subclinical cardiovascular
disease predicted by coronary artery calcium
score in asymptomatic subjects. Am
] Cardiol. 2017;120(4):577-81.

Tachikawa R, Koyasu S, Matsumoto T,
Hamada S, Azuma M, Murase K, et al. Ob-
structive sleep apnea and abdominal aortic
calcification: is there an association inde-
pendent of comorbid risk factors? Athero-
sclerosis. 2015;241(1):6-11.

Neuroepidemiology 2023;57:391-399
DOI: 10.1159/000533843

399

202 4990300 G| uo Jasn AjsieAlun oluyosklod Buoy BuoH ay L Aq Jpd-e8E€5000/56.290/ L 6E/9/LG/sPd-0jdNe/PaU WO JoBIeN//:d)Y Woly papeojumoq


https://www.karger.com/Article/FullText/533843?ref=35#ref35
https://www.karger.com/Article/FullText/533843?ref=36#ref36
https://www.karger.com/Article/FullText/533843?ref=37#ref37
https://www.karger.com/Article/FullText/533843?ref=38#ref38
https://www.karger.com/Article/FullText/533843?ref=39#ref39
https://www.karger.com/Article/FullText/533843?ref=40#ref40
https://www.karger.com/Article/FullText/533843?ref=40#ref40
https://www.karger.com/Article/FullText/533843?ref=41#ref41
https://www.karger.com/Article/FullText/533843?ref=41#ref41
https://doi.org/10.1159/000533843

	Association between Obstructive Sleep Apnea and Intracranial Artery Calcification Stratified by Gender and Body Mass Index: ...
	Introduction
	Methods
	Study Participants
	Image Acquisition and IAC Assessment
	OSA Examination
	Statistical Analysis

	Results
	Baseline Characteristics of the Study Sample
	Association of OSA with IAC Scores
	Association between OSA and IAC Scores Stratified by BMI and Gender

	Discussion
	Strengths and Limitations

	Conclusion
	Statement of Ethics
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 150
  /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 150
  /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

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


