®
OPEN a ACCESS Universitit Augsburg
OPUS AUGSBURG w h Universititsbibliothek

Association of fatty acids in serum phospholipids with
lung function and bronchial hyperresponsiveness in
adults

Iris Kompauer, Hans Demmelmair, Berthold Koletzko, Gabriele Bolte, Jakob
Linseisen, Joachim Heinrich

Angaben zur Veroéffentlichung / Publication details:

Kompauer, Iris, Hans Demmelmair, Berthold Koletzko, Gabriele Bolte, Jakob Linseisen,
and Joachim Heinrich. 2008. “Association of fatty acids in serum phospholipids with lung
function and bronchial hyperresponsiveness in adults.” European journal of Epidemiology
23 (3): 175-90. https://doi.org/10.1007/s10654-007-9218-y.

Nutzungsbedingungen / Terms of use: licgercopyright
AT,
Dieses Dokument wird unter folgenden Bedingungen zur Verfiigung gestellt: / This document is made available under these conditions: a5\ },A
Deutsches Urheberrecht i %.‘ 1=
Weitere Informationen finden Sie unter: / For more information see: ) &
¥V

https://www.uni-augsburg.de/de/organisation/bibliothek/publizieren-zitieren-archivieren/publiz/


https://doi.org/10.1007/s10654-007-9218-y
https://www.uni-augsburg.de/de/organisation/bibliothek/publizieren-zitieren-archivieren/publiz/

Association of fatty acids in serum phospholipids with lung
function and bronchial hyperresponsiveness in adults

Iris Kompauer - Hans Demmelmair - Berthold Koletzko *

Gabriele Bolte * Jakob Linseisen * Joachim Heinrich

Abstract Background The dietary intake of certain fatty
acids might have an impact on inflammatory processes in the
lung and therefore contribute to the development of lung
diseases like asthma or COPD. Methods In this study data
from a population based cross-sectional study on respirator y
health including measurement of fatty acids in serum phos-
pholipids of 593 adults between 20 and 64 years of age were
analyzed. Results Statistically significant positive associa-
tions were found between percentage predicted FEV,
(P = 0.0085) and FVC (P = 0.0267) and docosahexaenoic
acid concentration in serum phospholipids in men. Dihomo-
y-linolenic acid content in serum phospholipids was signif-
icantly negatively associated with percentage predicted
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FEV; (P = 0.0003) and FVC (P = 0.0045) and transformed
dose-response slopes (P = (0.0488) in men. Palmitoleic acid
was negatively associated with percentage predicted FEV
(P = 0.0037) and FVC (P = 0.0029) in men. Other fatty
acids in serum phospholipids did not consistently affect lung
function parameters or bronchial hyperreactivity. Conclu-
sion A high concentration of docosahexaenoic acid in serum
phospholipids may have a protective effect on lung function.
Because this long-chain n-3 polyunsaturated fatty acid is
almost exclusively derived from marine oils, fish might have
a beneficial effect on lung diseases.
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COPD  Chronic obstructive pulmonary disease
LTB, Leukotriene B,
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DHA Docosahexaenoic acid

PUFA Polyunsaturated fatty acids

FEV, Forced exspiratory volume in one second
FVC Forced vital capacity

ECRHS European community respiratory health survey
DRS Dose-response slope

TDRS Transformed dose-response slope

OR Odds ratio

p Regression coefficient

SE Standard error

PUFA Polyunsaturated fatty acids

wt/wt Weight/weight

Introduction

Over the last two decades associations between impaired
lung function, bronchial hyperresponsiveness (BHR),
asthma and diet have received increasing attention. In par-
ticular, a link between the consumption of long chain
polyunsaturated fatty acids and the risk of these disorders
was suggested. Linoleic acid, the fatty acid which contrib-
utes the highest fraction of polyunsaturated fatty acids in a
typical Western diet, is a precursor of arachidonic acid,
which can be converted to the proinflammatory eicosanoids
leukotriene B, (LTB,) and prostaglandin E, (PGE,). In
contrast, eicosanoids derived from the n-3 fatty acid eico-
sapentaenoic acid (EPA) can down-regulate the production
of PGE, [1-3]. Therefore, a high ratio of n6/n3 fatty acids in
the diet might promote inflammatory diseases like asthma
and chronic obstructive pulmonary disease (COPD) [4, 5].

There is an ongoing discussion on the relationship
between the composition of fatty acids in the diet, serum
and blood cells, respectively, and the occurrence of BHR
and asthma. However, most studies are restricted to the
n6/n3-ratio and deal with intake of fish and fish oil. We
think that other fatty acids may also have an impact on lung
diseases. Therefore, our approach is more explorative and
relates the contents of fatty acids in serum phospholipids as
a marker of intake and subsequent metabolism of fatty
acids to the lung function parameters percentage predicted
forced expiratory volume in one second (FEV; % of pre-
dicted), percentage predicted forced vital capacity (FVC %
of predicted), the ratio FEV/FVC and hyperresponsiveness
to methacholine as markers for asthma and BHR.

Methods
Study subjects

The present study is based on a sample from one of the two
surveys conducted in Erfurt, East Germany as part of the

European Community Respiratory Health Survey (EC-
RHS). This Erfurt survey was conducted in 1991-92. The
age range of 20-44 years of the international project was
extended to adults until age of 64 years. Study design and
population sampling are described in detail elsewhere [6,
7]. In brief, a total of 1282 participants answered the main
questionnaire. Blood samples were drawn from 1258 par-
ticipants and serum samples were stored at —80°C for later
analyses. Lung function measurement by spirometry and a
bronchial challenge test to methacholine were carried out
on 932 participants. A subset of the participants was invited
to participate in a dietary survey with three-day weighted
records on their diet [8]. From this subset, unthawed serum
samples were still available for 740 participants, 313
women and 427 men. For the present study, these samples
were used for fatty acid determination in their serum
phospholipids.

The Ethics committee of the Medical School at Erfurt
approved the study.

Spirometry and bronchial challenge

Baseline forced expiratory volume in one second (FEV)
and forced vital capacity (FVC) were measured with
Masterlab Spirometers (Jaeger, Wuerzburg, Germany) and
the best of five satisfactory manoeuvers was used in the
analysis. Methacholine was not given to participants whose
FEV, was less than 70% of predicted values or less than
1.5 1, or participants who reported taking beta blockers,
having a heart disease, epilepsy, or were pregnant or
breastfeeding. No participant had to be excluded from
methacholine challenge because FEV, was less than 70%
of predicted. Main exclusion criteria were serious heart
diseases and missing informed consent.

Bronchial challenge started with the inhalation of saline
diluent, and the maximum post diluent FEV, recorded was
used as the control value. Participants whose post-saline
FEV, was less than 90% of initial FEV, were not chal-
lenged further. A Mefar dosimeter (Mefar, Bovezzo, Italy)
was used for the administration of methacholine. Challenge
started with a dose of 0.0078 mg methacholine; then qua-
drupling doses were used. FEV| was recorded two minutes
after each inhalation. After a fall in FEV, of 10% from the
control value doubling doses were used. Methacholine
challenge was stopped if FEV, had dropped by 20% or
more from the post-saline value, until the maximum
cumulative dose of 2 mg methacholine had been reached, a
participant was not able to perform two technically satis-
factory manoeuvres or the participant did not wish to
continue [9-12].

Participants whose FEV, fell by 20% or more relative to
post-saline values or whose FEV rose more than 11% after



bronchodilator challenge with salbutamol were classified
as bronchial hyperreactive.

Analysis of fatty acids

Serum was kept frozen at —80°C until analysis in 2003 and
was never thawed before the measurement of fatty acids.
Serum lipids were extracted with hexane/ isopropanol
(3:2). Phospholipids were isolated by thin layer chroma-
tography and fatty acid methyl esters were obtained by acid
catalysed trans-esterification in methanol. Methyl esters
were extracted into hexane and frozen until analysis in a
gas chromatograph [13, 14] (Hewlett Packard, 5890 Series
II). In total, 36 fatty acids were measured and the results
were expressed as percentage (wt/wt) of the total fatty acid
methyl esters measured in serum phospholipids.

Statistical analysis

Differences in categorical variables between women and
men were assessed by 7* test, differences in continuous
variables by the Wilcoxon test. A two-tailed P-value of
<0.05 was required for statistical significance.

The dose-response slope (DRS) was calculated by fitting
the line fall in

FEV| = 6 + DRS * dose

to all data points using the least-squares method. The fall in
FEV, was taken as the relative change of FEV with respect
to postsaline FEV,. The DRS was calculated if at least two
doses of methacholine had been administered. Because the
distribution of DRS was skewed and some negative values
were found, it was transformed. We used the reciprocal
transformation 1/(DRS + 0.1) to get the transformed dose-
response slope (TDRS) for linear regression analysis. This
transformation best fulfilled the requirements for statistical
analysis, normal distribution and homogeneity of variance.
Due to the reciprocal transformation, a lower value of TDRS
indicates higher responsiveness to methacholine.

From all analyzed 36 fatty acids we chose 15 to assess
the association with percentage predicted FEV, and FVC,
the dose-response slopes and bronchial hyperresponsive-
ness. We selected the quantitative major saturated fatty
acids palmitic and stearic acid as markers of saturated fatty
acids in serum phospholipids. The monounsaturated fatty
acids palmitoleic acid, oleic acid and trans C18:1 (19, t11
combined) were chosen because they are the quantitatively
major monounsaturated and trans fatty acids, respectively,
and they were associated with asthma, hay fever and
allergic sensitisation in other studies [15—17]. Linoleic acid
and its desaturation and elongation products were chosen
because eicosanoids derived from the n-6 fatty acid
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arachidonic acid might promote allergic diseases, whereas
eicosanoids derived from the n-3 fatty acid eicosapentae-
noic acid might have a beneficial effect. Additionally we
analyzed the sum of n-6 and n-3 polyunsaturated and the
ratio of n6/n3 polyunsaturated fatty acids.

The association between the percentage content of certain
fatty acids in serum phospholipids and BHR was assessed by
using logistic regression models. Fatty acid values were
divided into tertiles. Odds ratios (OR) were adjusted for age,
body mass index, education and smoking status. The asso-
ciation between the concentration of certain fatty acids in
serum phospholipids and percentage predicted FEV; and
FVC, the ratio FEV|/FVC and dose-response slope was
assessed by using linear regression models. Associations
between the three lung function parameters and fatty acids in
serum were only calculated for participants who took part in
the methacholine challenge and for whom DRS could be
calculated. We conducted a sex stratified analysis, because
BHR was significantly more frequent in women in our study,
similar to findings of previous studies [18].

We did not analyze asthma as an outcome variable, because
only 14 participants in our study population answered “yes” to
the question “Have you ever had asthma”.

We did not adjust for family history of atopy because
this confounder showed no effect on the point estimates
and many participants were not aware of the atopic status
of their parents, who were born long before 1950.

SAS version 8.2 was used for all calculations (SAS
Institute, Cary, NC).

Results

Table 1 shows the basic characteristics of the study popu-
lation included in this analysis. Baseline FEV |, baseline FVC
and FVC (% predicted) were significantly lower in women
than in men (P < 0.0001), whereas FEV (% predicted) and
the ratio FEV/FVC did not differ significantly between
sexes. Prevalence of BHR and dose-response slopes were
significantly higher in women than in men (P = 0.0044 and
P < 0.0001). Women were significantly younger, had a
significantly lower body mass index and a higher proportion
of non-smokers than men.

The largest fatty acids fractions in serum phospholipids
were saturated (43.9%), followed by n-6 polyunsaturated
(34.9%), monounsaturated (14.3%) and n-3 polyunsaturated
(6.2%) fatty acids (Table 2). Among single fatty acids, pal-
mitic acid contributed the largest proportion with 26.9%,
followed by linoleic acid C18:2n-6 (20.2%), stearic acid
C18:0 (13.4%), arachidonic acid C20:4n-6 (9.6%) and oleic
acid C18:1n-9 (9.5%). All single fatty acids differed signifi-
cantly between sexes except for dihomo-y-linolenic acid
(Table 2).
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Table 1 Characteristics of the

study population Total (n = 593) Women (n = 236) Men (n = 357) P-value
BHR (PD,,)* 118 (19.9) 61 (25.9) 57 (16.0) 0.0044°
Mild BHR (PD,,)* 245 (41.3) 123 (52.2) 122 (34.2) <0.0001°
Asthma® 14 (2.4) 6 (2.5) 8(2.2) 0.7902°
Dose-response slope® 0.123 + 0.360  0.162 + 0.437 0.097 &£ 0.295  <0.0001°¢
Transformed dose-response slope® 6.78 + 2.32 6.14 + 2.40 7.20 + 2.17 <0.0001°¢
Baseline FEV,® 3.73 £ 0.87 3.14 £ 0.49 4.12 £ 0.85 <0.0001°¢
Baseline FVC® 4.56 + 1.00 3.81 £ 0.56 5.06 + 0.90 <0.0001°¢
FEV, (% predicted)® 107.0 £ 154 107.5 + 145 106.7 + 16.0 0.6239
FVC (% predicted)® 109.8 + 14.7 1129 + 159 107.8 + 134 <0.0001°¢
FEV /FVC® 0.82 + 0.07 0.82 + 0.07 0.81 £+ 0.08 0.1870
Age (years)® 404 + 11.8 37.8 £ 10.9 419 + 12.1 <0.0001°¢
Body mass index® 252 +39 242 + 4.1 25.8 + 3.7 <0.0001°¢
Smoking status® 0.0002°

Never smokers 227 (38.3) 113 (47.9) 114 (31.9)

* n (%) Exsmokers 165 (27.8) 49 (20.8) 116 (32.5)

Py test Current smokers 201 (33.9) 74 (31.4) 127 (35.6)

¢ Wilcoxon Educational level” 0.0732°

4 High, >10 classes; High 277 (46.9) 110 (46.8) 167 (46.9)

3:351:? =10 classes; low, <10 Medium 205 (34.7) 91 (38.7) 114 (32.0)

Low 109 (18.4) 34 (14.5) 75 (21.1)
¢ Mean + SD

Crude and adjusted regression coefficients () and stan-
dard errors (SE) for the association between 15 selected fatty
acids, the sum of n-6 polyunsaturated, the sum of n-3 poly-
unsaturated and the ratio n6/n3 fatty acids in serum
phospholipids (%) and lung function and DRS in women are
given in Table 3. The only fatty acid that was significantly
associated with the outcome variables in women was pal-
mitoleic acid, showing a positive association with TDRS.

In men, palmitoleic acid and dihomo-y-linolenic acid
were significantly negatively and DHA and the sum of n-3
polyunsaturated fatty acids were significantly positively
associated with FEV| (% predicted) and FVC (% predicted)
(Table 4). Table 5 shows crude and adjusted odds ratios and
corresponding 95% confidence intervals for the association
between fatty acids in serum phospholipids and BHR in
women. Palmitic acid was negatively associated with BHR,
whereas the other fatty acids showed no significant associ-
ation with BHR. Crude and adjusted odds ratios and
corresponding 95% confidence intervals for the association
between fatty acids in serum phospholipids and BHR in men
are presented in Table 6. Docosatetraenoic acid and y-lino-
lenic acid were positively associated with BHR.

Discussion

We observed an at least marginal statistically significant
(P < 0.10) positive association between docosahexaenoic

acid (DHA) in serum phospholipids and percentage pre-
dicted FEV, and FVC both in women and in men, whereas
the ratio FEV/FVC and DRS were not associated with this
fatty acid. Palmitoleic acid was negatively associated with
percentage predicted FEV, and FVC in men. In women,
this fatty acid was positively associated with TDRS, indi-
cating a protective effect on BHR. Dihomo-y-linolenic acid
was negatively associated with lung function parameters
and TDRS in men, whereas in women no association was
observed.

To our knowledge, our study is the first that investigates
the association between fatty acids in serum and lung
function parameters. Therefore, only limited comparisons
with the results of other published studies are possible. In a
group of current or former smokers, Shahar et al. reported
stronger associations of DHA in plasma phospholipids with
the spirometric indicators FEV; < 65% predicted and
FEV/FVC < 0.65 respectively than with clinical indica-
tors of smoking-related COPD, which is consistent with
our results [19]. In an Australian study, Woods et al. found
DHA significantly negatively associated with log-trans-
formed dose-response slope, suggesting a protective effect
on BHR [20]. Both studies did not stratify for sex.

These two studies of Shahar et al. and Woods et al. are
the only ones that analyzed fatty acid levels in plasma.
Other published studies were conducted on the association
between dietary intake of fish oil and n-3 polyunsaturated
fatty acids (PUFA) respectively and asthma and BHR.



Table 2 Fatty acid composition® in serum phospholipids of 593 adults
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Fatty acid Total (n = 593) Women (n = 236) Men (n = 357) P-value®
Saturated

Palmitic acid (C16:0) 26.88 £ 1.76 2741 £+ 1.67 26.53 £ 1.73 <0.0001
Stearic acid (C18:0) 13.38 £ 1.37 12.88 + 1.43 13.71 £ 1.23 <0.0001
Sum saturated fatty acids® 43.85 £ 1.71 43.73 + 1.03 43.93 £+ 2.03 0.4794
Monounsaturated

Palmitoleic acid (C16:1n-7) 0.52 + 0.22 0.48 £ 0.17 0.55 + 0.24 0.0050
Oleic acid (C18:1n-9) 9.50 + 1.29 9.30 + 1.03 9.64 + 1.42 0.0246
Trans-C18:1 0.36 £ 0.15 0.37 £ 0.15 0.35 £ 0.16 0.0472
Sum monounsaturated fatty acids® 1432 £ 1.52 14.01 £ 1.14 14.53 £ 1.69 0.0001
n-6 Series polyunsaturated

Linoleic acid (C18:2n-6) 20.29 + 2.68 20.79 £ 2.55 19.96 £ 2.72 0.0004
y-Linolenic acid (C18:3n-6) 0.10 £ 0.04 0.09 £+ 0.03 0.11 £ 0.04 <0.0001
Dihomo-y-linolenic acid (C20:3n-6) 2.83 + 0.57 2.86 + 0.58 2.81 £+ 0.56 0.3002
Arachidonic acid (C20:4n-6) 9.63 £+ 1.50 945 + 1.40 9.75 £ 1.55 0.0150
Adrenic acid (C22:4n-6) 0.34 + 0.07 0.32 £ 0.06 0.35 + 0.07 <0.0001
n6-Docosapentaenoic acid (C22:5n-6) 0.24 £+ 0.13 0.26 + 0.12 0.22 + 0.13 <0.0001
Sum n-6 fatty acids® 34.50 £ 2.38 34.85 + 1.96 34.26 £ 2.60 0.0137
n-3 Series polyunsaturated

a-Linolenic acid (C18:3n-3) 0.18 + 0.06 0.19 £ 0.06 0.18 + 0.06 0.0106
Eicosapentaenoic acid (C20:5n-3) 1.10 £ 0.61 1.03 £ 0.61 1.14 £ 0.60 <0.0001
n3-Docosapentaenoic acid (C22:5n-3) 0.95 + 0.22 0.81 + 0.20 1.05 + 0.17 <0.0001
Docosahexaenoic acid (C22:6n-3) 3.83 £ 0.95 4.00 + 0.91 3.72 £ 0.96 <0.0001
Sum n-3 fatty acids’ 6.20 £ 1.47 6.17 £ 1.44 6.22 £ 1.48 0.5947

% % Fatty acid methyl esters (wt/wt), mean £+ SD
® Wilcoxon

¢ Sum saturated fatty acids = (C14:0 + C16:0 + C18:0 + C20:0 + C22:0 + C24:0)

4 Sum monounsaturated fatty acids = (C16:1n-7 + C18:1n-7 + C18:1n-9 + C20:1n-9 + C22:1n-9 + C24:1n-9)

¢ Sum n-6 fatty acids = (C18:2 n-6 + C18:3 n-6 + C20:2 n-6 + C20:3 n-6 + C20:4 n-6 + C22:2 n-6 + C22:4 n-6 + C22:5 n-6)/total fatty acids
T Sum n-3 fatty acids = (C18:3 n-3 + C18:4 n-3 + C20:3 n-3 + C20:5 n-3 + C22:5 n-3 + C22:6 n-3)/total fatty acids

Studies on dietary intake of n-3 PUFA and fish oil

Two prospective studies observed no effect of dietary intake
of EPA and DHA [21] and sum of n-3 PUFA [22] on adult-
onset asthma. In contrast, dietary intake of EPA and DHA
was even positively associated with asthma in a case-control
study, whereas DHA content in erythrocyte membrane
showed no effect [23]. In most epidemiological studies on
the association between long chain n-3-PUFA and lung
function, BHR and asthma, data on fish intake were col-
lected. Frequency of eating fatty fish was not associated with
maximum FEV; in a British study [24]. Two studies from
Norway [25] and Australia [26] showed no association of
asthma-like respiratory symptoms [25] and asthma or BHR
[26] respectively among young adults. Analyzing data of the
First National Health and Nutritional Examination Survey
(NHANES 1), Schwartz and Weiss reported a positive
association between fish consumption in the last three month,

assessed by food frequency questionnaire, and FEV, in an
US population [27]. Results from NHANES II showed a
negative association between fish consumption, assessed by
a 24-h dietary recall and wheezing and bronchitis [28].
Clinical trials on fish oil supplementation did not show a
consistent effect on lung function, BHR or asthma in adults
[29-32]. Other fatty acids on the pathway of n-3 PUFA,
which we analyzed (Fig. 1), were not consistently associated
with lung function values or BHR in our study, indicating
that DHA has a special effect on these outcomes. DHA, as
well as EPA, is a precursor to the novel local lipid mediators
resolvins and docosatrienes, which possess both anti-
inflammatory and immunoregulatory properties [33-35].
Resolvins (resolution phase interaction products) are formed
within the resolution phase of inflammation and reduce
entrance of neutrophils to sites of inflammation and reduce
exsudates [36]. Results of unpublished studies from B.D.
Levy et al. show that Resolvin D and 10,17-docosatriene,
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n-6 PUFA n-3 PUFA
18:2n-6 18:3n-3
linoleic a-linolenic

l A6-desaturase l
18:3n-6 18:4n-3
v-linolenic stearidonic
l elongase l
20:3n-6 20:4n-3
Dihomo-y-linolenic eicosatetraenoic
l A5-desaturase l
20:4n-6 20:5n-3
arachidonic eicosapentaenoic
l elongase l
22:4n-6 22:5n-3

docosatetraenoic n3-docosapentaenoic

l elongase l

24:4n-6 24:5n-3
n6-tetracosatetraenoic n3-tetracosapentaenoic
l A6-desaturase l
24:5n-6 24:6n-3
n6-tetracosapentaenoic n3-tetracosahexaenoic
l B-oxidation l
22:5n-6 22:6n-3

n6é-docosapentaenoic docosahexaenoic

Fig. 1 Biosynthesis of long-chain polyunsaturated fatty acids
(PUFA) in mammals. Fatty acids analysed in our study are in bold.
Modified from [52]

which are derived from DHA, play a role in the protection
of lung-associated tissue damage in murine models of
asthma [33].

In our study, dihomo-y-linolenic acid, the direct precursor
of arachidonic acid, showed a consistent negative associa-
tion with lung function parameters and DRS in men, but not
in women. This is consistent with the results of Woods et al.
who found a positive association between dihomo-y-lino-
lenic acid in plasma and log-transformed dose-response
slope. These authors also observed a positive association
between all analyzed asthma outcomes (current asthma,
asthma and doctor diagnosed asthma) and dihomo-y-lino-
lenic acid [20].

Associations between fatty acids and lung function
parameters were slightly different among women and men,
respectively. Dihomo-y-linolenic acid was consistently
associated with all lung function parameters and TDRS in
men, whereas in women there were no such associations.
Palmitoleic acid showed a significant negative association
with percentage predicted FEV, and FVC in men, whereas it
was positively associated with TDRS in women. After
adjusting for potential confounders, DHA remained signifi-
cantly associated with percentage predicted FEV; and FVC

in men, but in women significance was lost. It seems that
there are other determinants for lung function and BHR in
women which have stronger effects than fatty acids. Lungs of
women are smaller and weigh less than lungs of men [37].
Additionally, lung function and BHR in women seems to be
influenced by hormonal determinants [37—40].

A lot of crude effects were significant, but significance
was lost after adjustment for confounders. In the linear
models for the association between lung function and fatty
acids in serum phospholipids, age was by far the greatest
confounder, both in women and in men. Another important
confounder was BMI in women and smoking in men. The
differences between crude and adjusted results in TDRS
and BHR were mainly caused by smoking, followed by age
in both sexes.

We measured fatty acid contents of serum phospholipids
as a biomarker for recent dietary fatty acid intake [41,42] and
metabolic turnover, because we consider fatty acid contents
of serum phospholipids to better reflect fatty acid availability
in the body than dietary intake estimated with current
methodology. In intervention studies that administered n-3
PUFA, n-3 PUFA content in plasma phospholipids increased
in a time and dose dependent manner, followed by a some-
what later enrichment in white and red blood cells [43—46].
Similar effects are also observed following high intakes of
n-6 polyunsaturated and monounsaturated fatty acids,
although somewhat less distinct [47].

Given that the samples analyzed had been stored frozen
at —80°C for more than 10 years prior to analysis, it is
conceivable that some degree of oxidation of long chain
polyunsaturated fatty acids might have occurred, but it is
unlikely that n-3 or n-6 polyunsaturated fatty acids would
have been preferentially affected. Moreover, Zeleniuch-
Jacquotte et al. reported that fatty acids in serum phos-
pholipids remained very well protected during storage of
serum samples at —80°C up to 12 years [48].

Some caution appears prudent in interpreting our study
results because of the cross-sectional nature of our study
design, which does not establish a cause and effect relation-
ship. Lung function tests, methacholine challenge and blood
withdrawal took place on the same day, but were measured
only once. We conducted an exploratory study with multiple
tests. Therefore, some of the statistically significant findings
might be attributable to chance. However, relationship
between DHA and lung function parameters FEV; and FVC
(% of predicted) was consistent both in women and in men,
although significance was lost in women after adjustment. To
confirm our results, further confirmatory studies on the asso-
ciation between lung function and dietary intakes and serum
concentrations of DHA are necessary.

In conclusion, DHA is associated with lung function
values in our study, indicating that the positive effect of
fatty acids derived from marine oils observed in some



studies might be attributable to this fatty acid. One might
speculate that the observed sex differences in women and
men for the fatty acids palmitoleic acid and dihomo-y-li-
nolenic are due to stronger determinants of lung function,
such as airway calibre or sex hormones.
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