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Abstract
Background: Accumulating evidence suggests that high-density lipoprotein (HDL) cholesterol is associated with
pulmonary function and pulmonary disorders. The aim of this study was to evaluate the association between HDL
cholesterol and pulmonary function in healthy adolescents.
Methods: This cross-sectional study was based on data collected for the JS High School study. The analysis included
644 adolescents (318 male and 326 female) aged 15–16 years old and free from asthma or chronic obstructive pulmonary
disease. Fasting blood samples were collected for hematologic and biochemical assessment. Forced vital capacity volume
(FVC) and forced expiratory volume in the 1 s (FEV1) were measured using dry-rolling-seal spirometry. The associations
between HDL cholesterol and pulmonary function were analyzed using multiple linear regression models.
Results: Among male adolescents, an increase of 1.0 mg/dL in HDL cholesterol was associated with 10 mL decrease in
FVC (p = 0.013) and FEV1 (p = 0.013) after adjusting for age, height, weight, alcohol drinking, smoking, physical activity,
systolic blood pressure, total cholesterol, triglyceride, and monthly household income. Percent predicted values of FVC
(p = 0.036) and FEV1 (p = 0.017) were also inversely associated with HDL cholesterol. However, among female adolescents,
HDL cholesterol level was not significantly associated with absolute or percent predictive value of FVC and FEV1.
Conclusions: Higher HDL cholesterol level may be associated with decreased pulmonary function among healthy male
adolescents. The sex differences observed in the association between HDL cholesterol and pulmonary function need
further investigation.
Keywords: High-density lipoprotein, Respiratory function tests, Forced vital capacity, Forced expiratory volume,
Adolescent

Background
High-density lipoprotein (HDL) is one of the five major
groups of lipoproteins. HDL is found associated with apolipoprotein M more than other lipoproteins for the reason
that apolipoprotein M is important for the formation of
pre-beta HDL and for reverse cholesterol transport [1, 2].
HDL cholesterol is known to reduce macrophage accumulation [3] and to transport fat molecules out of artery walls
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[4], thereby preventing atherosclerosis [5, 6] and cardiovascular disease [7, 8]. For this reason, HDL cholesterol as
a therapeutic target for atherosclerotic disease seems
attractive strategy towards preventing cardiovascular disease. However, recent clinical trials aimed at increasing
HDL cholesterol levels failed to observe any prevention of
cardiovascular disease [9, 10]. Similarly, in a Mendelian
randomization study, genetically increased HDL cholesterol
levels did not reduce the risk of myocardial infarction [11].
Recent studies suggest that HDL cholesterol and apolipoprotein M may be associated with pulmonary function [12,
13]. A pooled analysis of seven cohort studies indicated that
higher HDL cholesterol levels were independently associated
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with poorer pulmonary function [12]. Higher HDL cholesterol level was also positively associated with per cent
emphysema measured by CT scan in the Multi-Ethnic Study
of Atherosclerosis [12]. Apolipoprotein M was elevated in
patients with chronic obstructive pulmonary disease and the
level increased gradually as disease severity increased [13].
These finding imply that HDL cholesterol plays a significant
role in pulmonary function. However, to date no research
has been conducted on the relationship between HDL cholesterol and pulmonary function in healthy adolescents.
Therefore, in this study, we investigated the possible association between HDL cholesterol level and pulmonary function in healthy adolescents.

Methods
Study population

Our study was based on data collected for the JS High
School study, a prospective cohort study of a Korean adolescent population [14]. The target population of the JS
High School study was first-graders at a high school
located in a rural area of South Korea. Baseline examinations were conducted on 1071 participants in years 2007,
2010, 2011, and 2012. Pulmonary function tests were conducted in years 2007, 2010, and 2011 and the reproducibility of the results was confirmed by a respiratory
physician. Among the 830 participants who underwent
pulmonary function testing, we selected 644 (318 male
and 326 female) participants after excluding 170 participants who had poorly reproducible results and 16 participants who were diagnosed with and treated for asthma
and respiratory diseases. Informed consent was obtained
from each student as well as from his/her parent or guardian after full explanation of the purpose and process of the
study. The study protocol and consent procedure were
approved by the Institutional Review Board of Severance
Hospital at Yonsei University College of Medicine.
Measurements

Health-related lifestyle factors and personal and family
disease history were evaluated using self-administered
questionnaires (Additional file 1). Smokers were defined
as participants who smoked more than 100 cigarettes in
their lifetime. Drinkers were defined as participants who
consumed alcoholic beverages at least once a month over
the last year. Regular exercise was defined as engaging in
physical activity on a regular basis, for at least 30 min
once a week at moderate intensity, either indoor or outdoor. Monthly household income was classed into three
groups: low (<3,000,000 Korean won per month), middle
(3,000,000 to 5,000,000 Korean won per month), and high
(>5,000,000 Korean won per month). Anthropometric
measurements were performed according to a predefined
protocol. Height was measured to the nearest 0.1 cm using
a stadiometer. Body weight was measured to the nearest
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0.1 kg on a digital scale, with the subject wearing his/her
school uniform. Body mass index was calculated as weight
in kilograms divided by the square of height in meters (kg/
m2). Waist circumference was measured between the lower
borders of the rib cage and the iliac crest with a measuring
tape. Resting blood pressure was measured twice, at 5-min
intervals, using an automatic sphygmomanometer (Dinamap 1846 SX/P, USA) with the participant in the sitting
position. If the two readings differed by more than
10 mmHg, additional readings were obtained and the last
two readings were averaged. Fasting blood samples were
drawn after at least an 8-h fast. Serum concentrations of
total cholesterol, HDL cholesterol, and triglycerides were
measured by enzymatic methods using an autoanalyzer
(ADVIA 1800, Siemens Healthcare Diagnostics Inc., Deerfield, IL, USA).
Pulmonary function testing was conducted using a volume displacement spirometer (model 1022; Sensor Medics;
Yorba Linda, USA) after instruction and a practice attempt,
in the seated position with nose clips applied. Participants
performed at least three different forced expiration maneuvers to provide estimates of forced vital capacity (FVC) and
forced expired volume in 1 s (FEV1), according to the
guidelines of the American Thoracic Society and European
Respiratory Society [15]. If the spirometry was judged as
not being optimal or showing obstruction, the participants
were asked to perform up to eight times. The best forced
expiratory volume was recorded from each set of measurements. The percent predicted values of FVC (%FVC) and
FEV1 (%FEV1) were calculated according to Polgar’s formula, correcting sex, age, height, and weight [16].
Statistical analysis

Data are presented either as mean with standard deviation
or number with percent. Differences between male and
female participants were analyzed using either the independent t-test or χ2-test. Correlations between variables
were evaluated using Spearman’s correlation coefficient.
Multiple linear regression models were used to examine
the association between HDL cholesterol level and
pulmonary function, adjusting for potential confounding
variables including age, height, weight, physical activity
level, systolic blood pressure, and total cholesterol and triglyceride levels. All statistical analyses were performed
using SAS version 9.2 (SAS Institute, Cary, NC, USA).
Statistical significance was defined as a two-sided p-value
less than 0.05.

Results
The clinical and biochemical characteristics of participants
are presented in Table 1. Pulmonary function indices such
as FVC, %FVC, FEV1, and %FEV1 were higher in male participants. Total cholesterol, HDL cholesterol, and lowdensity lipoprotein (LDL) cholesterol were higher in female

Park et al. BMC Pulmonary Medicine (2017) 17:190

Page 3 of 7

Table 1 Participants’ characteristics
Males (n = 318)

Females (n = 326)

p-value

Age, year

15.8 ± 0.3

15.8 ± 0.3

0.997

Height, cm

171.2 ± 5.4

159.9 ± 5.0

<.001

Weight, kg

64.5 ± 10.3

54.1 ± 7.3

<.001

2

Body mass index, kg/m

22.0 ± 3.1

21.1 ± 2.6

<.001

Waist circumference, cm

74.0 ± 8.1

69.2 ± 6.7

<.001

Systolic BP, mmHg

112.5 ± 11.6

102.8 ± 9.9

<.001

Diastolic BP, mmHg

59.3 ± 6.9

59.4 ± 6.7

0.954

Variable
Mean ± standard deviation

Total cholesterol, mg/dL

148.4 ± 26.6

160.9 ± 25.8

<.001

HDL cholesterol, mg/dL

41.5 ± 8.6

47.5 ± 9.4

<.001

LDL cholesterol, mg/dL

90.3 ± 23.2

97.6 ± 22.6

<.001

Triglycerides, mg/dL

83.5 ± 31.3

78.9 ± 26.9

0.059

FVC, L

4.51 ± 0.62

3.23 ± 0.39

<.001

FEV1, L

3.98 ± 0.53

2.84 ± 0.40

<.001

Percent predicted FEV1

109.4 ± 11.5

90.6 ± 12.1

<.001

Percent predicted FVC

114.2 ± 12.8

98.3 ± 10.1

<.001

Smoking (≥100 cigarettes)

15 (4.7)

3 (0.9)

0.004

Drinking (≥1 time/month)

34 (10.7)

16 (4.9)

0.006

Regular exercise (≥1 time/week)

281 (88.4)

259 (79.5)

0.002

< 3,000,000 won

61 (19.2)

51 (15.6)

0.622

3,000,000 to 5,000,000 won

101 (31.8)

112 (34.4)

> 5,000,000 won

80 (25.2)

79 (24.2)

Do not wish to answer

76 (23.9)

84 (25.8)

Number (%)

Monthly household income

Data presented as mean ± standard deviation or as n (%)
Abbreviations: HDL high density lipoprotein, LDL low density lipoprotein, FVC forced vital capacity, FEV1 forced expiratory volume in one second

participants. The proportions of current smokers and
drinkers were significantly higher among male participants,
who also engaged more regularly in exercise than their
female counterparts. No participants had been diagnosed
with diabetes mellitus or hypertension.
Table 2 shows the correlations between HDL cholesterol level and pulmonary function indices, including
FVC, FEV1, and FEV1/FVC ratio. HDL cholesterol showed
significant negative correlations with values of FVC (r =
−0.158, p = 0.005), FEV1 (r = −0.137, p = 0.015), %FVC (r =
−0.172, p = 0.002), and %FEV1 (r = −0.165, p = 0.003) in
male adolescents. However, in female adolescents, HDL
cholesterol showed significant negative correlations with
only %FVC (r = −0.112, p = 0.044). In both sexes, FEV1/FVC
ratio was not correlated with HDL cholesterol level. Pulmonary function was positively correlated with BMI and
systolic blood pressure in both male and female adolescents, but was only positively correlated with age in male
participants. Figures 1 and 2 show the sex differences in the
linear relationship between HDL cholesterol and %FVC

and %FEV1, respectively. HDL cholesterol was significantly
and inversely associated with %FVC and %FEV1 in male
adolescents only. The scatterplots show a considerable sex
difference in the association between HDL cholesterol and
pulmonary function.
The results of the multiple linear regression analyses
of HDL cholesterol and pulmonary function are shown
in Table 3. Among male adolescents, the level of HDL
cholesterol showed significant negative associations with
FVC (β = −0.010, p = 0.028), FEV1 (β = −0.010, p =
0.014), %FVC (β = −0.192, p = 0.036), and %FEV1 (β =
−0.210, p = 0.017), even after adjusting for age, height,
weight, smoking, alcohol drinking, physical activity, systolic blood pressure, total cholesterol, and triglycerides.
Therefore, an increase of 1.0 mg/dL in HDL cholesterol
was associated with a decrease of 10 mL in both FVC and
FEV1. However, the same association was not significant in
female adolescents. To evaluate whether socio-economic
status has any effect on the association between HDL cholesterol and pulmonary function, we performed further
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Table 2 Correlations between lung function and relevant factors, stratified by sex
Variable

FVC
r

FEV1
p

r

Percent predicted FVC
p

p

r

Percent predicted FEV1
r

p

FEV1/FVC, %
r

p

Men (n = 318)
Age

0.135

0.016

0.149

0.008

0.193

0.001

0.208

<.001

0.027

0.637

Body mass index

0.338

<.001

0.203

<.001

0.455

<.001

0.293

<.001

−0.274

<.001

Systolic blood pressure

0.192

0.001

0.128

0.023

0.219

<.001

0.148

0.008

−0.116

0.039

Diastolic blood pressure

0.053

0.349

0.015

0.784

−0.013

0.812

−0.063

0.261

−0.058

0.305

Total cholesterol

−0.049

0.388

−0.044

0.431

−0.084

0.135

−0.070

0.216

−0.021

0.708

HDL cholesterol

−0.158

0.005

−0.137

0.015

−0.172

0.002

−0.165

0.003

0.037

0.514

Triglycerides

0.006

0.916

0.013

0.823

−0.005

0.927

0.003

0.955

0.003

0.951

Women (n = 326)
Age

0.020

0.719

0.028

0.617

0.076

0.174

0.096

0.082

0.028

0.619

Body mass index

0.220

<.001

0.197

<.001

0.358

<.001

0.301

<.001

−0.011

0.840

Systolic blood pressure

0.125

0.024

0.111

0.045

0.076

0.170

0.069

0.213

0.029

0.596

Diastolic blood pressure

−0.039

0.484

−0.046

0.411

−0.063

0.259

−0.055

0.325

−0.008

0.880

Total cholesterol

−0.068

0.221

−0.039

0.482

−0.018

0.748

0.003

0.961

0.055

0.322

HDL cholesterol

−0.075

0.180

−0.050

0.375

−0.112

0.044

−0.087

0.121

0.000

0.994

Triglycerides

0.121

0.030

0.125

0.025

−0.009

0.877

0.030

0.594

0.077

0.167

Abbreviations: HDL high density lipoprotein, FVC forced vital capacity, FEV1 forced expiratory volume in one second

analysis with additional adjustment for monthly household
income level. However, the association did not change.

Discussion
This study showed an association between HDL cholesterol and pulmonary function in males only. The findings remained consistent after adjusting for age, height,
weight, physical activity, systolic blood pressure, and
total cholesterol and triglyceride levels.
A recent study showed that elevated apolipoprotein M
gene expression and higher levels of HDL cholesterol are

associated with a lower FEV1/FVC ratio [12], corroborating
our findings. The present study was not designed to determine the mechanisms leading to apolipoprotein M elevation, but it is known that the serum levels of apolipoprotein
M and HDL cholesterol are positively correlated [17, 18]. A
previous study showed that levels of HDL cholesterol were
elevated in patients with chronic obstructive pulmonary
disease compared with a reference participant group without disease [19]. In this regard, our results add to earlier
findings that HDL cholesterol is also associated with
impaired pulmonary function, independent of confounders,

Fig. 1 Association between HDL cholesterol level and percent predicted FVC
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Fig. 2 Association between HDL cholesterol level and percent predicted FEV1

in healthy adolescents. However, in contrast to the current
study, previous studies have suggested that serum levels of
HDL cholesterol are positively correlated with pulmonary
function in participants with and without asthma [20, 21].
In previous studies of the relationship between metabolic
abnormalities and pulmonary function, elevated serum triglyceride and low HDL cholesterol were independent predictors of impaired pulmonary function [22, 23]. A crosssectional study of adolescents found that those with low
HDL cholesterol levels had lower FEV1/FVC ratios [24].
After adjusting for adiposity, HDL cholesterol remained a
predictor of FEV1/FVC ratio.

Although the underlying mechanism is not yet understood, the composition of pulmonary surfactant might be
a possible link between increased HDL cholesterol level
and decreased pulmonary function. First, increasing HDL
cholesterol could change the surface properties of pulmonary surfactant, a complex mixture of lipids and proteins. The mature lung contains approximately 300
million alveoli that each maintain their own function despite their very small radii [25]. This is because there is an
air-liquid interface at which surface tension exists. Here,
pulmonary surfactant reduces the surface tension in order
to avoid collapse of alveolar architecture at the end of

Table 3 Multiple linear regression between HDL cholesterol and pulmonary function
Variable

FVC, L

FEV1, L

Percent predicted FVC

Percent predicted FEV1

β

p

β

p

β

p

β

p

−0.011

0.003

−0.009

0.005

−0.285

0.001

−0.247

0.001

Males (n = 318)
Model 1
Model 2

−0.008

0.039

−0.008

0.015

−0.172

0.024

−0.195

0.007

Model 3

−0.008

0.039

−0.008

0.014

−0.185

0.017

−0.209

0.004

Model 4

−0.010

0.028

−0.010

0.014

−0.192

0.036

−0.210

0.017

Model 5

−0.010

0.013

−0.010

0.013

−0.192

0.036

−0.209

0.017

−0.003

0.312

−0.002

0.429

−0.088

0.141

−0.071

0.328

Females (n = 326)
Model 1
Model 2

−0.001

0.604

−0.001

0.787

−0.034

0.556

−0.011

0.873

Model 3

−0.002

0.535

−0.001

0.693

−0.037

0.519

−0.017

0.809

Model 4

0.002

0.497

0.002

0.464

−0.036

0.597

−0.015

0.858

Model 5

0.001

0.636

0.002

0.445

−0.046

0.499

−0.005

0.952

Model 1: unadjusted
Model 2: adjusted for age, height, and weight
Model 3: adjusted for age, height, weight, alcohol drinking, smoking, and exercise
Model 4: adjusted for age, height, weight, alcohol drinking, smoking, exercise, systolic blood pressure, total cholesterol, and triglycerides
Model 5: adjusted for age, height, weight, alcohol drinking, smoking, exercise, systolic blood pressure, total cholesterol, and triglycerides, and monthly
household income
Abbreviations: FVC forced vital capacity, FEV1 forced expiratory volume in one second
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expiration and to assist the work of breathing [26, 27]. A
recent study found that, of all serum components individually tested, HDL cholesterol modified the surface
properties of surfactant [28]. Another possibility is that
HDL cholesterol inhibits tumor necrosis factor-alpha (TNFα) stimulated sphingosine kinase activity in endothelial cells,
resulting not only in decreased sphingosine 1-phosphate
production but also increased ceramide [12, 29]. Ceramide,
the central molecule in the sphingolipid pathway, has been
shown to induce apoptosis in experimental mouse models
of emphysema [30]. In addition, a previous study has shown
that increased levels of ceramide affect surfactant production [31]. Decreased pulmonary function could be due to
HDL cholesterol-modified surface tension, as well as
increased rigidity in the polar region of the surfactant.
In our study, the inverse association between HDL and
pulmonary function was observed only in male adolescents. This sex-specific difference may be due to difference in absolute levels of HDL cholesterol. Women have
higher HDL cholesterol levels compared with men of the
same age. HDL cholesterol levels peak at 10–14 years of
age in men and at 25–59 years of age in women [32]. A
cohort study of 259 premenopausal women showed that
both hormones and lipoprotein cholesterol levels varied
across the menstrual cycle. Total and low-density lipoprotein cholesterol were highest during the follicular phase
and declined during the luteal phase, whereas HDL cholesterol was highest at the time of ovulation [33]. It has
been also reported that menopause is associated with
lower FVC and FEV1 [34, 35]. When lipoprotein cholesterol levels vary across the menstrual cycle, it is difficult to
observe the association between HDL and pulmonary
function without considering the cyclic variations in lipoprotein levels in female adolescents. Consequently, sex
hormones may act as a confounder influencing the
observed sex differences in the association between HDL
cholesterol and pulmonary function.
This study has some limitations. First, spirometry
results depend not only on the true lung function of the
participants but also on the quality of their test performance. Our analysis was limited to participants who had a
minimum of three technically satisfactory pulmonary
function measurements. Since interpretable spirometry
data were collected irrespective of HDL cholesterol level,
this should not have created significant bias. However,
female adolescents were more likely to perform poorly
on pulmonary function testing, which could underestimate their own lung function and attenuate the study
results towards the null. Second, the cross-sectional
design has some disadvantages compared with a cohort
study, which is generally preferred to assess causal association. In this study, however, the underlying direction
of causality is relatively distinct with regard to the effect
of HDL cholesterol on pulmonary function. Third, most
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of the study participants were in the midst of puberty,
thus hormonal status may influence the indices of
anthropometry, as well as HDL cholesterol. Female adolescents enter puberty earlier and have a greater fat
mass; these could be potential confounding factors when
comparing the sexes. Finally, this study was conducted
at a single high school and included one ethnic group;
thus, the study findings cannot be generalized to other
adolescent populations. However, the participants in this
study were living in the same rural area, so there was no
difference in environmental exposures that could affect
lung function.

Conclusions
This study suggests that high HDL cholesterol may be
associated with decreased pulmonary function among
healthy male adolescents. The observed sex differences in
the association between HDL cholesterol and pulmonary
function warrant further investigation.
Additional file
Additional file 1: Study questionnaires used in the JSHS study. The
supplementary file contains questionnaires about alcohol intake, smoking,
physical activity, and socioeconomic status. (DOCX 269 kb)
Abbreviations
FEV1: Forced expiratory volume in one second; FVC: Forced vital capacity;
HDL: High density lipoprotein; LDL: Low density lipoprotein
Acknowledgments
We are particularly grateful to all adolescents, their parents and the school
staff for their valuable cooperation.
Funding
This research was supported by Basic Science Research Program through the
National Research Foundation of Korea (NRF) grant funded by the Ministry of
Education, Science and Technology (MEST) (No. 2010–0007860, No.
2015R1D1A1A09057301). The funders had no role in study design, data
collection and analysis, decision to publish or preparation of the manuscript.
Availability of data and materials
The data that support the findings of this study are available from the
corresponding author upon reasonable request.
Authors’ contributions
JHP and HCK contributed to the analysis and interpretation of data and drafting of
the manuscript. JHP, SM, DPC, JYL, and HCK contributed to the collection of data
and the thorough review of the manuscript. HCK contributed to the conception of
this study, its design, and interpretation of the data as co-corresponding authors. All
authors read and approved the final manuscript.
Ethics approval and consent to participate
The study protocol and consent procedure were approved by the Institutional
Review Board of Severance Hospital at Yonsei University College of Medicine (IRB
no. 4–2010-0169). Written informed consent was obtained from the parents or
guardians of all participants.
Consent for publication
Not applicable.
Competing interests
The authors declare that they have no competing interests.

Park et al. BMC Pulmonary Medicine (2017) 17:190

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.
Author details
1
Department of Public Health, Yonsei University Graduate School, Seoul,
South Korea. 2Cardiovascular and Metabolic Diseases Etiology Research
Center, Yonsei University College of Medicine, Seoul, South Korea.
3
Department of Preventive Medicine, Yonsei University College of Medicine,
50-1 Yonsei-ro, Seodaemun-gu, Seoul 120-752, Republic of Korea.
Received: 13 April 2017 Accepted: 30 November 2017

References
1. Xu N, Dahlback B. A novel human apolipoprotein (apoM). J Biol Chem.
1999;274:31286–90.
2. Wolfrum C, Poy MN, Stoffel M. Apolipoprotein M is required for prebetaHDL formation and cholesterol efflux to HDL and protects against
atherosclerosis. Nat Med. 2005;11:418–22.
3. Libby P, Ridker PM, Hansson GK. Progress and challenges in translating the
biology of atherosclerosis. Nature. 2011;473:317–25.
4. Badimon JJ, Badimon L, Fuster V. Regression of atherosclerotic lesions by
high density lipoprotein plasma fraction in the cholesterol-fed rabbit. J Clin
Invest. 1990;85:1234–41.
5. Tsompanidi EM, Brinkmeier MS, Fotiadou EH, Giakoumi SM, Kypreos KE. HDL
biogenesis and functions: role of HDL quality and quantity in
atherosclerosis. Atherosclerosis. 2010;208:3–9.
6. Stein O, Stein Y. Atheroprotective mechanisms of HDL. Atherosclerosis.
1999;144:285–301.
7. Di Angelantonio E, Sarwar N, Perry P, Kaptoge S, Ray KK, Thompson A, et al.
Major lipids, apolipoproteins, and risk of vascular disease. JAMA.
2009;302:1993–2000.
8. Barter P, Gotto AM, LaRosa JC, Maroni J, Szarek M, Grundy SM, et al. HDL
cholesterol, very low levels of LDL cholesterol, and cardiovascular events.
N Engl J Med. 2007;357:1301–10.
9. Barter PJ, Caulfield M, Eriksson M, Grundy SM, Kastelein JJ, Komajda M, et al.
Effects of torcetrapib in patients at high risk for coronary events. N Engl J
Med. 2007;357:2109–22.
10. Bots ML, Visseren FL, Evans GW, Riley WA, Revkin JH, Tegeler CH, et al.
Torcetrapib and carotid intima-media thickness in mixed dyslipidaemia
(RADIANCE 2 study): a randomised, double-blind trial. Lancet. 2007;370:153–60.
11. Voight BF, Peloso GM, Orho-Melander M, Frikke-Schmidt R, Barbalic M,
Jensen MK, et al. Plasma HDL cholesterol and risk of myocardial infarction: a
mendelian randomisation study. Lancet. 2012;380:572–80.
12. Burkart KM, Manichaikul A, Wilk JB, Ahmed FS, Burke GL, Enright P, et al.
APOM and high-density lipoprotein cholesterol are associated with lung
function and per cent emphysema. Eur Respir J. 2014;43:1003–17.
13. Li H, Liu Y, Wang L, Shen T, Du W, Liu Z, et al. High apolipoprotein M serum
levels correlate with chronic obstructive pulmonary disease. Lipids Health
Dis. 2016;15:59.
14. Choi DP, Lee JY, Kim HC. Cohort profile: the JS high school study (JSHS):
a cohort study of Korean adolescents. Int J Epidemiol. 2017;46:393–402.
15. Aggarwal AN, Agarwal R. The new ATS/ERS guidelines for assessing the
spirometric severity of restrictive lung disease differ from previous
standards. Respirology. 2007;12:759–62.
16. Polgar G, Promadhat V. Pulmonary function testing in children: techniques
and standards: Philadelphia (Pa.) : Saunders 1971.
17. Axler O, Ahnstrom J, Dahlback B. An ELISA for apolipoprotein M reveals a
strong correlation to total cholesterol in human plasma. J Lipid Res.
2007;48:1772–80.
18. Christoffersen C, Nielsen LB, Axler O, Andersson A, Johnsen AH, Dahlback B.
Isolation and characterization of human apolipoprotein M-containing
lipoproteins. J Lipid Res. 2006;47:1833–43.
19. Reed RM, Iacono A, DeFilippis A, Eberlein M, Girgis RE, Jones S. Advanced
chronic obstructive pulmonary disease is associated with high levels of
high-density lipoprotein cholesterol. J Heart Lung Transplant. 2011;30:674–8.
20. Barochia AV, Kaler M, Cuento RA, Gordon EM, Weir NA, Sampson M, et al.
Serum apolipoprotein A-I and large high-density lipoprotein particles are
positively correlated with FEV1 in atopic asthma. Am J Respir Crit Care Med.
2015;191:990–1000.

Page 7 of 7

21. Cirillo DJ, Agrawal Y, Cassano PA. Lipids and pulmonary function in the
third National Health and nutrition examination survey. Am J Epidemiol.
2002;155:842–8.
22. Naveed B, Weiden MD, Kwon S, Gracely EJ, Comfort AL, Ferrier N, et al.
Metabolic syndrome biomarkers predict lung function impairment: a nested
case-control study. Am J Respir Crit Care Med. 2012;185:392–9.
23. Leone N, Courbon D, Thomas F, Bean K, Jego B, Leynaert B, et al. Lung
function impairment and metabolic syndrome: the critical role of
abdominal obesity. Am J Respir Crit Care Med. 2009;179:509–16.
24. Rastogi D, Bhalani K, Hall CB, Isasi CR. Association of pulmonary function
with adiposity and metabolic abnormalities in urban minority adolescents.
Ann Am Thorac Soc. 2014;11:744–52.
25. Reid LM. Lung growth in health and disease. Br J Dis Chest. 1984;78:113–34.
26. Serrano AG, Perez-Gil J. Protein-lipid interactions and surface activity in the
pulmonary surfactant system. Chem Phys Lipids. 2006;141:105–18.
27. Hohlfeld JM. The role of surfactant in asthma. Respir Res. 2002;3:4.
28. Martinez Sarrasague M, Cimato A, Piehl L, Brites F, Facorro G. Effect of serum
lipoproteins and cholesterol on an exogenous pulmonary surfactant. ESR
analysis of structural changes and their relation with surfactant activity.
Respir Physiol Neurobiol. 2013;189:581–7.
29. Fuster V, Topol EJ, Nabel EG. Atherothrombosis and coronary artery disease:
Lippincott Williams & Wilkins; 2005. https://books.google.co.kr/books?id=
1WifwPEsKQMC.
30. Petrache I, Natarajan V, Zhen L, Medler TR, Richter A, Berdyshev EV, et al.
Ceramide causes pulmonary cell apoptosis and emphysema: a role for
sphingolipid homeostasis in the maintenance of alveolar cells. Proc Am
Thorac Soc. 2006;3:510.
31. Sparkman L, Chandru H, Boggaram V. Ceramide decreases surfactant
protein B gene expression via downregulation of TTF-1 DNA binding
activity. Am J Physiol Lung Cell Mol Physiol. 2006;290:L351–8.
32. Park JH, Lee MH, Shim JS, Choi DP, Song BM, Lee SW, et al. Effects of age,
sex, and menopausal status on blood cholesterol profile in the korean
population. Korean Circ J. 2015;45:141–8.
33. Mumford SL, Schisterman EF, Siega-Riz AM, Browne RW, Gaskins AJ, Trevisan
M, et al. A longitudinal study of serum lipoproteins in relation to
endogenous reproductive hormones during the menstrual cycle: findings
from the BioCycle study. J Clin Endocrinol Metab. 2010;95:E80–5.
34. Real FG, Svanes C, Omenaas ER, Anto JM, Plana E, Jarvis D, et al. Lung
function, respiratory symptoms, and the menopausal transition. J Allergy
Clin Immunol. 2008;121:72–80. e73
35. Triebner K, Johannessen A, Puggini L, Benediktsdottir B, Bertelsen RJ, Bifulco E,
et al. Menopause as a predictor of new-onset asthma: a longitudinal northern
European population study. J Allergy Clin Immunol. 2016;137:50–7. e56

Submit your next manuscript to BioMed Central
and we will help you at every step:
• We accept pre-submission inquiries
• Our selector tool helps you to find the most relevant journal
• We provide round the clock customer support
• Convenient online submission
• Thorough peer review
• Inclusion in PubMed and all major indexing services
• Maximum visibility for your research
Submit your manuscript at
www.biomedcentral.com/submit

