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Abstract: Background: Specification of adipose tissues by whole-body magnetic resonance imaging
(MRI) was performed and related to pulmonary function parameters in a population-based cohort.
Methods: 203 study participants underwent whole-body MRI and pulmonary function tests as part of
the KORA (Cooperative Health Research in the Augsburg Region) MRI study. Both visceral adipose
tissue (VAT) and subcutaneous adipose tissue (SAT) were derived from the T1-Dixon sequence, and
hepatic adipose tissue from the proton density fat fraction (PDFFpepatic). Associations between adi-
pose tissue parameters and spirometric indices such as forced vital capacity (FVC), forced expiratory
volume in 1 s (FEV1) and Tiffeneau-index (FEV1/FVC) were examined using multivariate linear
regression analysis excluding cofounding effects of other clinical parameters. Results: VAT (3 = —0.13,
p=0.03) and SAT (B = —0.26, p < 0.001), but not PDFFj,¢patic were inversely associated with FEV1,
while VAT ( = —0.27, p < 0.001), SAT (B = —0.41, p < 0.001), and PDFFyepatic (B = —0.17, p = 0.002)
were inversely associated with FVC. PDFFyepatic was directly associated with the Tiffeneau index
(B =2.46, p <0.001). Conclusions: In the adjusted linear regression model, VAT was inversely associ-
ated with all measured spirometric parameters, while PDFFycpatic revealed the strongest association
with the Tiffeneau index. Non-invasive adipose tissue quantification measurements might serve as
novel biomarkers for respiratory impairment.

Keywords: respiratory function tests; lung diseases; abdominal fat depots; hepatic fat content;
magnetic resonance imaging

1. Introduction

Obesity, especially abdominal obesity and the related metabolic syndrome, is a major
global health problem. It is an important risk factor for type II diabetes and cardiovascular
disease, increased morbidity and mortality, and escalating health care costs [1].

Non-invasive diagnostic investigation of different types of adipose tissue is ongoing
and promising. Abdominal obesity includes subcutaneous (SAT), visceral adipose tissue
(VAT) and more specifically hepatic fat by using proton density fat fraction (PDFFpepatic)-
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In contrast to VAT and SAT, specifically PDFFpepatic was associated to a higher risk for
pro-inflammatory mediators and cardiometabolic disease [2]. Obesity is differentiated from
non-alcoholic fatty liver disease (NAFLD) and increasing knowledge about the anatomical
body fat distribution enables more effective metabolic risk stratification. VAT more than
SAT induces metabolic changes such as insulin resistance, accelerated atherosclerosis and
pro-inflammation accelerating cardiometabolic disease development [3].

Prior studies showed an association of diabetes and metabolic syndrome parameters
with impaired pulmonary function [4,5]. VAT is a major risk factor for diabetes and the
metabolic syndrome [6] and abdominal adiposity is related to respiratory impairment [7-9].
The underlying pathophysiology is multifactorial, and not only the mechanical ventilation
restriction due to higher diaphragm resistance should be considered [10]. Few studies
showed that increased VAT, most likely due to endocrine-mediated factors, predisposes to
a pro-inflammatory state associated with bronchopulmonary dysfunction [11]. Moreover,
NAFLD has been shown to be associated with reduced forced expiratory volume in 1 s
(FEV1) and forced vital capacity (FVC) [12].

Body fat distribution can be reliably determined by clinical examination (body mass
index, waist-to-hip ratio), computed tomography (CT), dual-energy radiography absorp-
tiometry, abdominal ultrasound [13], and magnetic resonance imaging (MRI) enabling high
precision measurement of hepatic and visceral adipose tissues [14,15]. Methods for abdom-
inal obesity imaging include relaxation-based (T1 fast spin sequence), phase sensitive and
fat selective MRI. Complementing diagnostic modalities for the metabolic syndrome, MRI
is radiation-free and has been employed in multiple prospective cohort studies [16].

Body composition measures may be novel prognostic biomarkers that influence clinical
outcome of patients with COVID-19. CT- derived VAT/SAT ratio and intramuscular
adipose tissue were related to adverse outcomes independent of other established risk
factors in COVID-19 patients [17]. In another study higher VAT measurements by CT were
observed in COVID-19 patients that required hospitalization [18].

The objective of this population-based cross-sectional study was to assess MRI-derived
local abdominal fat depots in relation to pulmonary function in a healthy cohort study from
the western population.

2. Materials and Methods
2.1. Study Design and Population

The Cooperative Health Research in the Region of Augsburg (KORA) F4 cohort study
represents a broad sample from a general population in the region of Augsburg (Germany).
The study recruited 1851 subjects aged between 25-74 years [19]. A magnetic resonance
imaging scan (3 Tesla) was acquired in the FF4 follow-up MRI sub-study and participants
were examined between June 2013 and September 2014 at the KORA study center. Subjects
aged 39-74 were selected for an MRI whole-body scan (n = 400).

Exclusion criteria were: (1) contraindications to MRI, gadolinium administration and
(2) a known cardiovascular disease defined as validated /self-reported stroke, myocardial
infarction or prior cardiac revascularization. Due to incomplete MRI data and/or inade-
quate image quality, 22 out of 400 subjects were excluded. Spirometry results were available
in 226 subjects from the FF4 cohort excluding subjects with a history of respiratory disease
such as asthma, COPD, and ever-smokers [20].

The KORA MRI cohort complied with the Helsinki declaration [21] on human research
and was approved by the Institutional Research Ethics Board of the Medical Faculty of
Ludwig-Maximilian University Munich. All participants provided informed consent for
study participation.

2.2. Clinical Characteristics

Detailed information on clinical characteristics was collected in all study participants.
Subjects were classified as smokers if they had smoked at least one cigarette per day in the
year prior to the study and number of pack years were documented.
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Diabetic state was defined as followed:

Normoglycemic: 2-h serum glucose concentration determined by oral glucose tolerance
test (OGTT) below 140 mg/dL, and a fasting glucose level below 110 mg/dL.

Prediabetes: Normal fasting glucose concentration and a 2-h serum glucose concen-
tration, as determined by OGTT, ranging between 140 and 200 mg/dL; and/or an im-
paired fasting glucose concentration, as defined by fasting glucose levels between 110 and
125 mg/dL, and a normal 2-h serum glucose concentration.

Diabetes (2-h serum glucose concentration as determined by OGTT that was >200 mg/dL
and/or a fasting glucose level that was >125 mg/dL).

Further laboratory testing determined cholesterol (high density lipoprotein HDL,
low density lipoprotein LDL), triglycerides and high-sensitive C-reactive protein (hsCRP)
concentrations in all participants. In addition, physical activity, hypertension (systolic
blood pressure > 140 mmHg, diastolic blood pressure > 90 mmHg, or antihypertensive
treatment), lipid lowering medication, cholesterol status, and alcohol consumption (no,
moderate, heavy) were registered using the standardized KORA MRI protocol [19,22].

Spirometry was performed in line with the American Thoracic Society and European
Respiratory Society recommendations [23]. Flow-volume curves were acquired using a
pneumotachograph-type spirometer (MasterScope, Jaeger, Hoechberg, Germany). The
participants performed at least three, and up to eight spirometric maneuvers to obtain a
minimum of two acceptable and reproducible readings. More details have been reported
earlier [20]. Obstructive lung disease was defined as FEV1/FVC < LLN, with the “lower
limit of normal” (LLN) calculated according to the Global Lung Function Initiative (GLI)
2012 equations [24].

2.3. Whole-Body MR Imaging

Whole-body MRI scans were performed with a 3 Tesla MR system (Magnetom Skyra,
Siemens AG, Healthcare Sector, Erlangen, Germany). The protocol comprised sequences
covering the body from neck to below hip for tissue/organ quantification. Participants were
scanned in the supine position. An 18-channel body coil combined with the table-mounted
spine matrix coil was used for each scan.

For analysis of the body adipose tissue volume, a 2-point Dixon T1 sequence in submaximal
inspiration breath hold and an acquisition time of 15 s was used. Slice thickness (ST) was 1.7
mm, coronal acquired, including a field of view (FOV) of 488 x 716, a matrix of 256 x 256,
a repetition time (TR) of 4.06 ms and an echo time (TE) of 1.26 ms. As a reliable measure of
hepatic fat content, the PDFFp,epatic was determined as proton density fat fraction automatically
reconstructed by using a Multi-echo Dixon VIBE sequence in a single breath hold with a ST of
4 mm, coronal acquired, including a FOV of 393 x 450, a matrix of 256 x 179, a TR of 8.9 ms
and six echo TE of 1.23 ms; 2.46 ms; 3.69 ms; 4.92 ms; 6.15 ms; 7.38 ms [19]. All image analysis
was performed by blinded independent experienced readers who were unaware of the clinical
characteristics of study subjects on dedicated off-line workstations.

Based on the volume-interpolated, three-dimensional fat images from the 2-point-
Dixon sequence, a fat-selective tomogram was calculated (slice thickness 5 mm in 5 mm
increments). An in-house algorithm based on Matlab R2013a (MathWorks, Natick, MA,
USA) was used to semi-automatically quantify total adipose tissue from the femoral head
to the cardiac apex, VAT from the femoral head to the diaphragm, and SAT from the
femoral head to the cardiac apex [25]. The algorithm automatically segmented the tissue
components VAT and SAT based on fuzzy clustering and orthonormal snakes within
approximately 2 min per data set. Thresholds were defined at 50% of the maximum fat
signal automatically detected in each slice. All segmentations were manually adjusted, if
necessary, due to imperfections at the borderline between VAT and SAT [26].

PDFFpepatic was quantified using estimated proton-density fat fraction by accounting
for the confounding effects of T2* decay and the spectral complexity of fat [15]. Three
regions of interest with a size of 30 x 30 m? were manually placed in the right (segment
VIII) and left (segment 1II) liver lobe on each of the three slices at the level of the portal
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vein, avoiding large vessels and surrounding extrahepatic tissue [15,27]. PDFFpepatic Was
defined as the average of the right and left lobe measurements.

2.4. Statistical Analysis

Clinical characteristics, spirometric parameters, and MR-derived adipose tissue mea-
sures were presented as arithmetic means with standard deviation (SD) for continuous vari-
ables. If the visual inspection of the variable’s distribution revealed severe non-normality,
the variable was presented as median with interquartile range

Differences in these variables between participants with and without obstructive lung
disease were evaluated by t-test or Wilcoxon-test, as appropriate. Categorical variables are
reported as counts and percentages and differences were assessed by x? test. Associations
of MR derived adipose tissue measures (VAT, SAT and PDFFpepatic) as exposure variables
and spirometric parameters (FEV1, FVC, FEV1/FVC) as outcome variables were assessed
by linear regression models. PDFFpepatic was log-transformed before modelling and all
exposure variables were standardized to mean 0 and SD 1. Resulting estimates thus
represent changes in spirometric parameters for one standard deviation of adipose tissue
variables. All models were adjusted for age, gender and body surface area (BSA), and in a
second step additionally adjusted for smoking status (never, former, current), pack-years,
diabetes status and presence of hypertension. In a third step, the model was additionally
adjusted for physical activity (no vs. yes). As sensitivity analyses, selected models were
adjusted for hsCRP, presence of obesity as defined by body mass index (BMI) >30, or alcohol
consumption (no, moderate, heavy). Statistical analyses were performed using R version
3.6 (R Core Team, R Foundation for Statistical Computing, Vienna, Austria).

3. Results

A total of 400 subjects underwent whole-body MR imaging, with 174 subjects excluded
due to missing lung function data, 15 subjects were excluded due to poor image quality
and inappropriate VAT, SAT, PDFFyepatic measurements, and eight subjects due to missing
covariate data. Hence complete data and results were obtained from a total of 203 subjects
(Figure 1). Mean age of study subjects was 58.0 & 5.8 years, with slightly more males
(57.6%) than females, 39% former smokers, 22% current smokers and 39% non-smokers.
Further characterizations of the study sample are shown in Table 1.

1999 - 2001 2006 -2008 2013-2014

S4 F4 FF4 follow-up

| KORA >

Age: 25-70yrs

MRI substudy
N =400

Missing PFT Measurements e—— N = 174

Missing VAT, SAT, PDFFyepatic e—at—> N =15
measurements

Missing covariate data e——> N =8

Study Sample
N =203

Figure 1. Study inclusion scheme. From a total of 400 subjects who underwent whole-body MRI,
197 subjects had to be excluded due to missing pulmonary function test measurements, missing VAT,

SAT, PDFFyepatic measurements, and missing covariate data. VAT = visceral adipose tissue; SAT = sub-
cutaneous adipose tissue; PDFF = proton density fat fraction; PFT = pulmonary function test.
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The total abdominal adipose tissue was 12.9 £ 5.1 L, consisting of VAT, which totaled
4.8+ 2.7 L, and SAT totaling 8.1 & 3.4 L. Median PDFFyepatic was 4.7% [IQR: 2.9-13.1%].

Cholesterol, triglyceride and hsCRP concentrations did not differ between the sub-
groups (Tables 1 and 2).

In 23 subjects obstructive lung disease (11.3%) was detected with a mean FEV1/FVC
of 59.7 + 6.9% and FEV1 2.6 4+ 0.8 L/s (Table 1). PDFFpepatic differed significantly between
subjects with and without obstructive lung disease (3.9% vs. 5.4%; p = 0.04; Table 2).

Table 1. Characteristics of the study sample.

Whole Sample Subjects with OLD Subjects without OLD p-Value
Total amount 203 23 180
Age, years 58.0 £ 5.8 56.6 = 6.1 58.1 £5.7 0.22
Men 117 (57.6%) 16 (69.6%) 101 (56.1%) 0.32
Height, cm 171.4 +£10.0 173.8 £11.9 1711+ 9.7 0.22
BMI, kg/m? 28.0 £ 44 27.0£5.0 282 +4.3 0.21
Body Surface Area, m? 19+02 20402 19+02 0.86
Smoking 0.53
never-smoker 79 (38.9%) 7 (30.4%) 72 (40.0%)
ex-smoker 79 (38.9%) 9 (39.1%) 70 (38.9%)
smoker 45 (22.2%) 7 (30.4%) 38 (21.1%)
Pack-years (only ex-smoker and smoker) 20.2 +£20.4 25.5+19.3 19.5+ 205 0.27
Glycemic status 0.82
normoglycemic 122 (60.1%) 13 (56.5%) 109 (60.6%)
prediabetes 53 (26.1%) 6 (26.1%) 47 (26.1%)
diabetes 28 (13.8%) 4 (17.4%) 24 (13.3%)
Physically active 124 (61.1%) 15 (65.2%) 109 (60.6%) 0.84
Hypertension 73 (36.0%) 8 (34.8%) 65 (36.1%) 1.00
Antihypertensive Medication 55 (27.1%) 5(21.7%) 50 (27.8%) 0.72
Lipid-lowering Medication 25 (12.3%) 2 (8.7%) 23 (12.8%) 0.75
Total Cholesterol, mg/dL 221.8 + 374 219.5 + 449 222.1 + 36.4 0.76
HDL Cholesterol, mg/dL 625 +17.7 58.5 + 15.6 63.0 £17.9 0.24
LDL Cholesterol, mg/dL 1419 +34.3 140.5 4+ 40.2 142.1 £ 33.6 0.84
Triglycerides, mg/dL 137.5 £90.9 154.6 £ 126.9 1353 £ 85.4 0.34
Alcohol consumption, g/d 21.7 +£27.1 194 £ 223 22.0+27.7 0.66
Pulmonary Function Test
FEV1/FVC, % 748 £7.7 59.7 £ 6.9 76.7 £5.2 <0.001
FEV1,L/s 31+08 2.6+0.8 32+08 0.001
FVC, L 424+1.0 44+11 424+1.0 0.39

Subjects were stratified in “presence of obstructive lung disease” and “no obstructive lung disease”. Obstructive
lung disease was defined as FEV1/FVC < LLN. The values represent mean =+ standard deviation (SD) or frequency
along with percentage. p-values from t-test or X? test, as appropriate, between group with OLD and without OLD.
BMI = body mass index; HDL Cholesterol = High-density lipoprotein cholesterol; LDL = Low-density lipoprotein
cholesterol, FEV1 = Forced expiratory volume in 1 s; FVC = Forced vital capacity; LLN = lower limit of normal;
OLD = obstructive lung disease.

Table 2. Comparison of MR derived adipose tissue and hsCRP between the subgroups.

Whole Sample Pref)e]rf)e of Abi)eac)e of p-Value
Visceral adipose tissue, L 48+£27 42+28 48+27 0.31
Subcutaneous adipose tissue, L 81+£34 74+38 82+33 0.26
Total abdominal adipose tissue, L 129+£5.1 11.6 £5.8 13.1+£5.0 0.20
PDFFpepatic, % (median[Q1, Q3]) 4.7[2.9,13.1] 39[19,6.1] 5.41[2.9,14.5] 0.04
hsCRP, mg/L (median[Q1, Q3]) 1.1[0.6,2.4] 1.0[0.7,4.0] 1.1[0.6,2.2] 0.53

Obstructive lung disease was defined as FEV1/FVC < LLN. Data are presented as means and standard deviation,
unless otherwise indicated. p-value for comparison between group with OLD and without OLD by either ¢-test or
Wilcoxon test, as appropriate. L= liter, PDFFpepatic = proton density fat fraction; hsCRP = high-sensitive c-reactive
protein; OLD = obstructive lung disease.

Spirometric Parameters in Association with MRR-Derived Adipose Tissue

FEV1 and FVC were inversely associated to all three fat depots after adjusting simple
statistical models for age, sex, and BSA (Table 3). After multiple adjustment for potential
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confounders including smoking, diabetes and hypertension, VAT and SAT remained in-
versely associated with FEV1, while the association for PDFFyep,tic became insignificant
(p = 0.14). For FVC, all three fat depots remained inversely associated after adjustments
(all p < 0.001). Additional adjustment for physical activity did not affect effect estimates
(Table 3). More importantly, these associations were not significantly affected by additional
adjustment for obesity as measured by BMI (Table 3).

Table 3. Associations of MR derived adipose tissue with outcome FEV1, FVC and FEV1/FVC.

FEV1 FVC FEVI/FVC
Model B 95%CI 4 B 95%CI p B 95%CI 4
VAT
simple —0.23 [—0.34, —0.13] <0.001 —0.38 [—0.49, —0.26] <0.001 1.15 [—0.36, 2.65] 0.13
adjusted —-0.19 [—0.30, —0.08] <0.001 —0.35 [—0.48, —0.23] <0.001 1.71 [0.09, 3.33] 0.04
+physAct —-0.19 [—0.30, —0.08] 0.001 —0.34 [-0.47, —0.22] <0.001 1.68 [0.04, 3.32] 0.045
+obesity —0.13 [—0.25, —0.02] 0.03 —0.27 [—0.40, —0.14] <0.001 1.50 [-0.22, 3.23] 0.09
SAT
simple —0.31 [—0.41, —0.20] <0.001 —0.49 [-0.60, —0.37] <0.001 1.25 [—0.34,2.84] 0.12
adjusted —0.31 [—0.42, —0.21] <0.001 —0.49 [-0.60, —0.37] <0.001 1.20 [—0.45, 2.84] 0.15
+physAct —0.48 [—0.60, —0.36] <0.001 —0.31 [-0.42, —0.20] <0.001 117 [—0.49, 2.83] 0.166
+obesity —0.26 [—0.39, —0.14] <0.001 —041 [—0.55, —0.28] <0.001 0.84 [—1.06, 2.75] 0.38
PDFFhepatic
simple —0.09 [—0.18, —0.01] 0.03 —0.24 [-0.33, —0.15] <0.001 2.16 [1.01, 3.32] <0.001
adjusted —0.07 [—0.17,0.02] 0.14 —0.22 [-0.33, —0.11] <0.001 2.55 [1.23, 3.86] <0.001
+physAct —-0.07 [—0.16, 0.03] 0.180 —0.21 [-0.32, —0.11] <0.001 2.54 [1.21, 3.87] <0.001
+obesity —0.03 [—0.12, 0.06] 0.52 —0.17 [-0.27, —0.06] 0.002 246 [1.11, 3.81] <0.001

The simple model was adjusted for age, gender and BSA. The full model included age, gender, BSA, smoking,
diabetes, hypertension, pack-years. The full model was additionally adjusted for physical activity, and obesity.
[-coefficients are from linear regression and denote the change in spirometric outcomes per one standard deviation
of the adipose tissue; CI, confidence interval. FEV1 = Forced expiratory volume in 1 s; FVC = Forced vital capacity;
VAT = visceral adipose tissue; SAT = subcutaneous adipose tissue; PDFFyepatic = proton density fat fraction.

In contrast, the Tiffeneau index (FEV1/FVC) was positively associated with PDFFyepatic
in the simple (p < 0.001) and the fully adjusted model (p < 0.001). For VAT, the Tiffeneau
index showed a positive association in the adjusted model, while SAT was never associated
to the Tiffeneau index (Table 3).

In subjects with no or moderate alcohol consumption, a total of 61 subjects (41%)
had a PDFFypepatic of >6.4% which equals to the presence of non-alcoholic steatohepatitis
(NASH) [24]. Additional adjustment for alcohol consumption (no, moderate, heavy) did not
alter the association of continuous measure of PDFFpepatic with FVC (8 = —0.24, p <0.001
vs. 8= —0.22, p < 0.001 with and without additional adjustment for alcohol consumption
based on the full model).

4. Discussion

Whole-body MRI-derived adipose tissue types were associated with functional lung
parameters. The following key findings from our population-based cohort study in a total of
203 subjects can be concluded: (1) By using whole-body MRI adipose tissue measurements
only VAT was inversely associated with all measured spirometric parameters, while (2)
PDFFpepatic revealed the strongest association with the Tiffeneau Index.

Consistent with our findings, Thijs et al. also reported an inverse association between
MRI-derived VAT and FEV1 as well as FVC [9]. Additionally, we observed an inverse corre-
lation between SAT with FEV1 and FVC, while in their study SAT was not correlated. This
could be explained by their focus on subjects with a high waist circumference, compared to
our sample which was based on a cohort study from the general population.

In several studies, including a population-based study of 21,550 subjects in the UK,
hip-ratio methods for assessing abdominal obesity showed that both FEV1 and FVC were
linearly and inversely related to abdominal obesity [28]. However, body mass index (BMI)
and waist circumference measurements were generally less accurate surrogate markers
for visceral fat estimation. Additionally, fat distribution may be more strongly associated
with pulmonary function than weight or BMI [29]. In a French population-based study
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comprising 121,965 subjects, abdominal obesity measured by waist circumference was a
predictor of reduced FEV1 and FVC, independent of BMI [30].

Another population-based study of 1145 subjects by Choe et al. using computed
tomography for abdominal fat evaluation and spirometry, showed that total adipose tissue
(TAT; comprising VAT and SAT) as well as VAT were inversely associated with FEV1 and
FVC [31], consistent with greater accuracy for radiologically-obtained fat measurements.
Over a follow-up period over 3 years, TAT and VAT were linked to decreasing FEV1 and
FVC, while decreasing TAT and VAT were linked to increasing FEV1 and FVC, supporting a
significant correlation with weight reduction. In contrast to our results, Choe et al. reported
no association with SAT, even though both techniques are able to differentiate between and
quantify SAT and VAT depots. It has to be considered, that SAT in general functions rather
as an indicator for general fat.

In our study we used whole-body MRI to determine SAT and VAT volumetrically,
which is a precise, safe and radiation-free imaging modality for measuring fat compart-
ments as a favorable alternative to CT for quantification [32]. We further determined
PDFFpepatic @s PDFF in MRI which is currently considered as the non-invasive standard
complementing other diagnostic modalities. We found an inverse association between
MRI-derived PDFF of the liver and FVC, independent of the analyzed confounders and
more importantly, independent of obesity. Our findings are consistent with previous stud-
ies in Asian and American adults that used mainly ultrasonography for the evaluation
of NAFLD [33-35]; however, they reported an association to FEV1 which we could not
reproduce. This could be explained by limited statistical power and low sample size, or
method comparability (ultrasound vs. MRI) and race differences, respectively. Even in a
sub analysis considering alcohol intake, FEV1 was not associated with PDFFpepatic in our
sample. It remains unclear why PDFFj,¢patic was elevated in the group of non-obstructive
lung disease individuals in our study.

Recently, reduced lung function was even described as a risk factor for incident NAFLD
in a large middle-aged Korean cohort [36]. The underlying mechanisms still remain unclear.
Other authors report that insulin resistance plays a role, as it is closely associated with both
NAFLD [37] and reduced lung function [38]. However, after adjustment for diabetes in our
models, the fat depots remained associated with impaired lung function independent of
diabetic status.

One strength of our study is the use of an advanced MRI technology 3-Tesla gen-
eration, which includes the most advanced imaging modality to-date with well-defined
imaging protocol, image processing, and detailed information on the health condition of
the study population. However, our study contains limitations which should be consid-
ered. First, our study is a cross-sectional analysis design and therefore does not allow
to assess relationships between local abdominal fat depots and pulmonary function over
time. Second, our sample size was relatively small and as it was based on a cohort from
the general population, it may have limited generalizability. Third, respiratory diseases
such as COPD are multifactorial and a number of risk factors or comorbidities such as
cardiovascular disease and heart failure were not considered in this study. Forth, while
physical activity is an essential parameter for observational health studies, accurate assess-
ment remains challenging. Moreover, although the measurement of liver fat represents an
average of six different sizes with a sufficiently large RO], it must be considered that liver
fatty degeneration can also occur heterogeneously. Finally, though MRI is more favorable
to ultrasonography or CT regarding assessment of liver fat [39], it has limitations such as
clinical contraindications, higher costs and availability of the described MRI sequences.

Therefore, future machine learning algorithms might include standardized measure-
ments of fat depots in available MRI-scans to provide useful additional data for prevention
of obesity-related comorbidities including pulmonary impairment. This could apply to
subjects with obstructive as well as restrictive ventilatory patterns who would benefit from
weight management interventions. Furthermore, body composition measurements might
be used as novel biomarkers to predict the clinical course in COVID-19 or other respiratory
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diseases. Goehler et al. concluded that VAT volumes > 100 cm? were associated with a
greater risk of severe disease or death in COVID-19 [40].

In conditions where high MRI-derived VAT volumes are diagnosed pulmonological
function tests could be advised. VAT more than SAT is a convincing MRI measurement
parameter to anticipate decreased respiratory capacity.

5. Conclusions

In conclusion, VAT was reversely associated with all measured spirometry parameters.
Visceral obesity was associated with decreased lung function and should be prevented
in asymptomatic subjects to prevent pulmonary and metabolic disease progression. This
study encourages to investigate body composition measurements as novel biomarkers for
respiratory diseases.
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