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IntroDuctIon
Several studies have investigated distinct local fat depots, 
since these show stronger associations with traditional 
risk factors and/or cardiovascular disease as compared to 

anthropometric measurements of obesity;1,2 most prom-
ising evidence has been reported for assessing abdominal 
visceral adipose tissue (VAT)1 and epicardial fat,3,4 which 
is located within the visceral layer of the pericardium.
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objective: To analyze the associations between epicar-
dial and paracardial fat and impaired glucose tolerance 
as well as left ventricular (LV) alterations.
Methods: 400 subjects underwent 3 T MRI and fat 
depots were delineated in the four chamber-view of the 
steady-state free precession cine sequence (repetition 
time: 29.97 ms; echo time 1.46 ms). LV parameters were 
also derived from MRI. Oral glucose tolerance tests were 
performed.
results: Epi- and paracardial fat was derived in 372 
(93%) subjects (220 healthy controls, 100 persons with 
prediabetes, 52 with diabetes). Epi- and paracardial 
fat increased from normal glucose tolerance (NGT) to 
prediabetes and diabetes (7.7 vs 9.2 vs 10.3 cm2 and 
14.3 vs 20.3 vs 27.4 cm2, respectively; all p < 0.001). 
However, the association between impaired glucose 
metabolism and cardiac fat attenuated after adjustment, 

mainly confounded by visceral adipose tissue (VAT). 
93 subjects (27%) had LV impairment, defined as late 
gadolinium enhancement, ejection fraction < 55% or LV 
concentricity index > 1.3 g ml−1 . Mean epicardial fat was 
higher in subjects with LV impairment (11.0 vs 8.1 cm2, p 
< 0.001). This association remained independent after 
adjustment for traditional risk factors and VAT [β: 1.13 
(0.22; 2.03), p = 0.02].
conclusion: Although epicardial and paracardial fat are 
increased in prediabetes and diabetes, the association 
is mostly confounded by VAT. Epicardial fat is inde-
pendently associated with subclinical LV impairment in 
subjects without known cardiovascular disease.
advances in knowledge: This study contributes to the 
picture of epicardial fat as a pathogenic local fat depot 
that is independently associated with MR-derived 
markers of left ventricular alterations.
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Epicardial fat shows endocrine activities,5,6 is considered to 
provide the heart with energy metabolites,7 and to protect the 
heart from hypothermia.8 Given the anatomic close relationship 
of epicardial fat with the left ventricle (LV) and the coronary 
arteries, a local toxic effect on the heart has been postulated,4,9 
given the associations to coronary artery disease,10,11 atrial fibril-
lation12,13 and impairment of cardiac function.14 In contrast, the 
role of paracardial fat, the fat compartment outside the parietal 
pericardium, is not fully understood.3,4,15

Beside the associations to cardiovascular disease, local fat depots 
have been studied in comparison to impaired glucose toler-
ance. Briefly, VAT—as a relatively large fat depot—has shown 
associations to diabetes, and also prediabetes as a metabolic 
disorder.16,17 In a study by Arpaci et al including 64 prediabetic 
and 30 healthy subjects, epicardial fat appears to be increased 
in subjects with prediabetes in comparison to healthy controls.18 
Song et al showed that epicardial fat was increased in subjects 
with Type 2 diabetes mellitus and obesity.19 Thus, overall broad 
evidence is limited so far.

Impaired glucose metabolism has shown to be associated with 
early structural LV changes.20,21 It is known for many years, 
that diabetes is a major risk factor for the development of 
cardiovascular disease.22 MRI of the heart is a well-established 
diagnostic modality for structural heart disease including the 
assessment of LV volume/mass as well as LV function, but also 
coronary artery disease, using late gadolinium enhancement 
(LGE) as a marker of myocardial scar. However, MRI has rarely 
been used for the assessment of epicardial fat in study cohort 
settings, which traditionally employ either ultrasound-based 
echocardiography23 or CT.3,4,24 Nevertheless, MRI—partic-
ular whole-body MRI—is more and more frequently applied 
in epidemiological cohort studies like the German National 
Cohort or UK Biobank.25 In this context, the possibility of radi-
ation-free assessment of the cardiac fat depots by MRI becomes 
feasible.

Thus, our aim was to assess epi- and paracardial fat as derived 
from whole-body MRI and to relate it to prediabetes and 
diabetes in comparison to other measures of obesity including 
VAT. Furthermore, we aimed to assess the association of MR-de-
rived epi- and paracardial fat with subclinical LV impairment in 
subjects without known clinical history of cardiovascular disease.

MethoDS anD MaterIalS
Study population and design
The KORA (“Kooperative Gesundheitsforschung in der Region 
Augsburg”—Cooperative Health Research in the Region of 
Augsburg) study has emerged as a follow-up of the MONICA 
study26 and is a longitudinal, population-based cohort study. 
Within a follow-up cohort (KORA FF4 cohort, 2013–2014), a 
nested case–control study focusing on whole-body MRI with 
a 3 T MR scanner (Magnetom Skyra, Siemens Healthineers, 
Erlangen, Germany) was implemented including participants 
with diabetes, prediabetes and normal glucose tolerance. Only 
subjects without pre-existing cardiovascular conditions such 
as myocardial infarction, stroke, peripheral artery disease or 

coronary intervention were recruited to undergo imaging. 
Further inclusion and exclusion criteria have been described 
elsewhere.20

The study was approved by the institutional review board of the 
Medical Faculty of the Ludwig-Maximilians University Munich, 
Germany, and all research was conducted in accordance with the 
Declaration of Helsinki. Prior to undergoing the MRI exams, 
informed written consent was collected from each participant.

Impaired glucose tolerance and other clinical 
covariables
The health assessment including the collection of covariables 
either from interviews, laboratory work or physical exams was 
conducted in a uniform fashion at the KORA study center 
between 2013 and 2014 and has been described in detail else-
where.20,26 All subjects without history of diabetes underwent a 
fasting glucose test and an oral glucose tolerance test (OGTT). 
Reference values provided by the World Health Organization 
(Prediabetes is defined as either impaired glucose tolerance: 
normal fasting glucose concentration and a 2 h serum glucose 
concentration between 140 and 200 mg dl−1 and/or impaired 
fasting glucose, with fasting glucose levels between 110 and 125 
mg dl−1 and a normal 2 h serum glucose concentration. Diabetes 
is defined as blood serum glucose ≥200 mg dl−1 and/or fasting 
serum glucose levels > 125 mg dl−1) were employed to classify 
subjects as either having diabetes, prediabetes or normal glucose 
tolerance.27 The final sample did not include any subjects with 
Type 1 diabetes.

Body mass index (BMI) was calculated as body weight (kg) 
divided by body height squared (m2). Hypertension was defined 
as systolic/diastolic blood pressure ≥140/90 mmHg or the regular 
intake of antihypertensive medication under the awareness of 
suffering from hypertension. Antihypertensive medication was 
defined according to recent guidelines, lipid-lowering medica-
tion included lipid-lowering drugs such as statins or fibrates and 
antithrombotic medication included anticoagulants as well as 
antiplatelet medication.20 Information about smoking, alcohol 
intake and physical activity was obtained from interviews. 
Cholesterol and triglyceride values were measured in fasting 
blood samples.28

MRI and analysis
The complete and detailed study protocol of the whole-body 
MRI has been described elsewhere.20

Cardiac fat
The SSFP (steady-state free precession) cine sequence of the 
heart in the long axis, 4-chamber view was performed as part 
of the standard study protocol with the following parameters: 
Time-to-echo (TE) 1.46 ms, time-to-repetition (TR) 29.97 ms, 
flip angle 63°, matrix 240 × 160, field of view (FOV) 297 × 360 
mm, slice thickness 8 mm. The location of the different fat depots 
in relation to the heart is depicted in Figure  1. The epicardial 
and pericardial fat compartments were manually delineated in 
the maximal systole and maximal diastole in an openly avail-
able software (OsiriX Lite, Pixmeo, Bernex, Switzerland). Small 
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structures embedded in the fat depots such as the coronary 
arteries, were not segmented separately (Figure  2). Data were 
recorded as an area in centimeter squared [cm2]. The amount 
of paracardial fat was calculated by subtracting the amount of 
epicardial fat from pericardial fat.

The cardiac fat depots were assessed in end-systole and end-dias-
tole. ICCintrareader was 0.918 and 0.844 for epicardial fat in systole 
and diastole, and 0.985 and 0.979 for pericardial fat in systole 
and diastole, respectively. ICCinterreader was 0.884 and 0.765 for 
epicardial fat in systole and diastole, and 0.927 and 0.888 for 
pericardial fat in systole and diastole. Due to better intra- and 
inter-reader reproducibility, all analysis were restricted to the 
systolic measurements.

MR-based LV assessment
Cardiac parameters regarding function and morphology 
including end-diastolic volume (EDV), end-systolic volume 
(ESV), myocardial mass, and ejection fraction (EF) were derived 
from the cine SSFP sequences in the short axis (10 sl) with the 
following parameters: TE 1.46 ms, TR 29.97 ms, matrix 240 × 
160, FOV 297 × 360 mm, slice thickness 8 mm, flip angle 62°. The 
endo- and epicardial contours were delineated semi-automati-
cally using a dedicated software (cvi42, Circle Cardiovascular 
Imaging, Calgary, Canada).

The left-ventricular concentricity index (LVCI) was calculated as 
LV myocardial mass divided by LV-EDV and values > 1.3 g ml−1 
were considered pathological.29

Data for late gadolinium enhancement (LGE) were derived 
from FLASH (Fast Low Angle Shot) short axis and a 4-chamber 
view and were manually analyzed by two readers in a consensus 
reading. Subendocardial, midmyocardial and epicardial LGE 
was differentiated.

All data analyses were conducted blinded to the subjects’ identi-
ties and health status.

Visceral/subcutaneous adipose tissue
A coronal dual-echo DIXON VIBE (Volumetric Interpo-
lated Breath-hold Examination) sequence of the abdomen was 
performed with the following parameters: TE 1.26; 2.49 ms, TR 
4.06 ms, flip angle 9°, matrix 256 × 256, FOV 488 × 716 mm, 
slice thickness 1.7 mm. Images were acquired within a single 
breath-hold. From those, fat selective images were automatically 
calculated.

The amount of VAT/SAT was semi-automatically determined by 
employing an algorithm based on fuzzy-clustering30 and modi-
fied for fat selective VIBE images as described by Fallah et al.31 

Figure 1. Definition of the different fat depots surrounding the human heart on the 4-chamber view long-axis SSFP sequence. The 
area shaded in green depicts epicardial fat (A), the area shaded in purple depicts paracardial fat (B) and the area shaded in blue 
depicts pericardial fat (epicardial + paracardial fat) (C). In this study, epicardial (A) and pericardial fat (C) were measured and the 
amount of paracardial fat (B) was calculated. SSFP, steady-state free precession.

Figure 2. MRI-based assessment of the cardiac fat depots in the systole (A) and diastole (B). The green line depicts the epicardial 
and the blue line the pericardial fat compartment. The amount of paracardial fat was calculated as “paracardial fat, =pericardial 
fat−epicardial fat”. Ao, aorta descendens; LV, left ventricle.
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In brief, axial fat-selective images (slice thickness 5 mm) were 
reconstructed from coronal acquired images (Figure  3). VAT 
in the abdominal cavity was extracted from the total adipose 
tissue matrix using a three-dimensional statistical shape model, 
consisting of a geometrical model and a local appearance model. 
The volume of VAT was quantified from the femoral heads to the 
cardiac apex while SAT was measured from the femoral heads to 
the diaphragm.32

Hepatic proton density fat fraction (PDFFhepatic)
A multiecho VIBE sequence of the upper abdomen was 
performed with the following parameters: TE 1.23; 2.46; 3.69; 
4.92; 6.15; 7.38 ms, TR 8.90 ms, flip angle 4°, FOV 393 × 450 
mm. In the calculated PDFF-map, a region of interest (ROI) was 
manually drawn into the liver parenchyma at the level of the 
portal vein, thereby avoiding the inclusion of the hilus or large 
vessels.33 Data are given in percent.

Statistical analysis
Descriptive demographic, clinical and MRI-derived data are 
presented separately for glucose tolerance groups as either 
median [interquartile range (IQR)] for continuous data or 
number (percentage) for categorical data. Differences among 
subgroups were tested by Kruskal–Wallis equality of population 
rank test (continuous data), χ2-test (categorial data) or Fisher’s 
exact test (categorial data). Boxplots display graphically the 
differences of cardiac fat parameters among glucose tolerance 
groups and between subjects with and without LV impairment.

Since cardiac fat parameters were right skewed distributed, asso-
ciations between diabetes subgroups and cardiac fat parameters 
were estimated by median regression analysis using the median 
as a more valid estimate of the central tendency of the cardiac 
fat parameters compared to the mean.34 Analyses were step-
wise adjusted for potential confounders including age, sex, BMI, 
hypertension, smoking, triglycerides, LDL-cholesterol, SAT 
and VAT and β-coefficients with 95% confidence intervals were 
provided. Associations of cardiovascular risk factors and MR-de-
rived body-fat with cardiac fat parameters were also assessed by 
multivariable adjusted median regression models. Furthermore, 

median regression models for the association between LV 
impairment and cardiac fat parameters were stepwise adjusted 
for age, sex, smoking, hypertension, LDL-cholesterol, glucose 
tolerance status, BMI and VAT.

A two-sided p-value of <0.05 was considered as statistical signifi-
cant. Data analysis was performed using Stata 14.1 (Stata Corpo-
ration, College Station, TX).

reSultS
Study cohort
Of 400 subjects undergoing whole-body 3 T MRI, 372 were 
included in the final analysis (93%). Exclusions were predom-
inantly due to artifacts including motion artifacts or misalign-
ment of the FOV for fat assessment. Of the included 372 subjects, 
52 had diabetes, 100 had prediabetes and 220 showed normal 
glucose values (14.0% vs 26.9% vs 59.1%, respectively). Subjects 
with prediabetes and diabetes were generally older, more often 
male, and had a more unfavorable cardiometabolic profile than 
normoglycemic participants. Also, significant differences with 
regards to the different non-cardiac fat depots including VAT, 
SAT and PDFFhepatic were observed (all p < 0.001). Detailed 
demographics are provided in Table 1.

Differences between subjects with impaired glucose tolerance 
and normoglycemic controls were also observed with regards to 
most MR-based LV function parameters (Table 2). A total of 93 
subjects (27%) had the predefined composite endpoint of pres-
ence of LGE, and/or a pathologic LVCI >1.3 g ml−1, and/or LV 
ejection fraction <55%; six subjects (1.7%) had more than one 
of these pathologic LV findings. Thus, a stepwise increase in the 
presence of the composite endpoint was observed from normal 
glucose tolerance to prediabetes and diabetes (16.8%, 35.5%, 
56.8%, p < 0.001; respectively).

Epi- and paracardial fat in the context of impaired 
glucose metabolism
The median amount of epicardial fat in all study subjects was 
8.7 cm2 (IQR: 5.6–11.2) and of paracardial fat 18.3 cm2 (IQR: 

Figure 3. VAT (yellow) and SAT (red) assessment in the abdominal cavity. Axial slices at the umbilical level recorded from a 
62-year-old male subject with a high VAT-volume of 12.9l (A) and a 63-year-old male subject with less VAT (4.5 l) (B). Red, subcu-
taneous adipose tissue (SAT); yellow, visceral adipose tissue (VAT).
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11.1–27.3). There was a significant increase in both cardiac 
fat depots from normal glucose tolerance to prediabetes and 
diabetes (all p < 0.001; Figure 4). For all subgroups, the epicardial 
fat depot was smaller than the paracardial fat depot.

Stepwise adjustment of the relation between prediabetes and 
epicardial fat showed a loss of significance for the prediabetes 
group upon adjustment for age and gender, while a loss of 

significance for the diabetes group was seen upon further adjust-
ment for age, gender and traditional cardiovascular risk factors 
(excluding BMI; Table  3). A loss of significance was seen for 
paracardial fat and prediabetes after adjustment for age, gender 
and traditional cardiovascular risk factors (excluding BMI). 
Paracardial fat was associated with diabetes after adjustment for 
age, gender, traditional cardiovascular risk factors (excluding 
and including BMI) as well as SAT (Table 4).

Table 2. Early MRI-based LV parameters in the context of prediabetes and diabetes in the study population

All subjects  
N = 345

Normal glucose 
tolerance N = 208

Prediabetes
N = 93

Diabetes
N = 44 p-valuea

LV EF (%) 70 (65;75) 70 (65;74) 72 (66;77) 69 (64;74) 0.03

LV EF <55% 14 (4.1%) 10 (4.8%) 0 (0%) 4 (9.1%) 0.01

LV myocardial mass (g) 141 (115;166) 127 (106;160) 151 (131;172) 148 (133;170) <0.001

LV end-diastolic volume (ml m–2) 66 (56;75) 69 (61;80) 60 (52;68) 55 (48;63) <0.001

LVCI (g ml–1) 1.06 (0.9;1.28) 0.99 (0.87;1.14) 1.22 (1.02;1.35) 1.30 (1.05;1.57) <0.001

LVCI >1.3 g ml−1 77 (22.3%) 26 (12.5%) 30 (32.3%) 21 (47.7%) <0.001

LGE 8 (2.3%) 2 (1%) 4 (4.3%) 2 (4.6%) 0.06

LGE or LVCI >1.3 g ml−1 or LVEF <55% 93 (27%) 35 (16.8%) 33 (35.5%) 25 (56.8%) <0.001

EF, ejection fraction; LGE, late gadolinium enhancement; LV, left ventricular; LVCI, left ventricular concentricity index.
Continuous data are expressed as median (interquartile range) and categorical data as number (percentage).
ap-values derived from Kruskal-Wallis equality of population rank test (quantitative data), χ2-test (qualitative data) or Fisher’s exact test (qualitative 
data).

Table 1.Demographics of the underlying study population

All subjects
N = 372

Normal glucose 
tolerance N = 220

Prediabetes
N = 100

Diabetes
N = 52 p-value

Age (years) 57 (49;64) 53 (47;62) 59 (51;66) 63.5 (58;69.5) <0.001

Male gender (%) 221 (59.4%) 117 (53.2%) 64 (64%) 40 (76.9%) 0.004

BMI (kg m–2) 27.99 (25.16; 31) 26.58 (24.25; 29.01) 29.43 (27.3; 33.82) 30.43 (27.12; 33.09) <0.001

Hypertension (%) 131 (35.2%) 49 (22.3%) 45 (45%) 37 (71.2%) <0.001

Antihypertensive medication (%) 97 (26.1%) 39 (17.7%) 32 (32%) 26 (50%) <0.001

Antithrombotic medication (%) 8 (2.2%) 3 (1.4%) 4 (4%) 1 (1.9%) 0.32

HDL (mg dl–1) 59.52 (48; 72) 62 (51; 77) 59.26 (49.72; 69.6) 48.16 (40.5; 61.2) <0.001

LDL (mg dl–1) 138 (116; 161) 136 (115.5; 162.5) 143.5 (123; 161.5) 130.5 (109.5; 150.5) 0.09

Triglycerides (mg dl–1) 110.5 (77.28; 162.5) 95.5 (69.5; 129.69) 136.5 (98; 184.62) 177.82 (114.76; 273.09) <0.001

Lipid lowering medication (%) 42 (11.3%) 15 (6.8%) 9 (9%) 18 (34.6%) <0.001

SAT (l) 7.41 (5.53; 10.05) 6.75 (5.16; 8.88) 8.65 (6.35; 11.97) 8.65 (6.3; 11.27) <0.001

VAT (l) 4.23 (2.69; 6.35) 3.14 (1.8; 4.72) 5.44 (3.97; 7.32) 6.88 (5.76; 8.45) <0.001

PDFFhepatic (%) 4.77 (2.79; 12.21) 3.44 (2.2; 5.9) 11.6 (4.79; 17.93) 15.89 (6.86; 24.13) <0.001

Smoking status 0.11

  Never-smoker 136 (36.6%) 88 (40.0%) 32 (32.0%) 16 (30.8%)

  Ex-smoker 163 (43.8%) 84 (38.2%) 50 (50.0%) 29 (55.8%)

  Current-smoker 73 (19.6%) 48 (21.8%) 18 (18.0%) 7 (13.5%)

BMI, body mass index; HDL, high-density lipoprotein; LDL, low-density lipoprotein; PDFF, proton-density fat fraction; SAT, subcutaneous adipose 
tissue; VAT, visceral adipose tissue.
Continuous data are expressed as median (interquartile range) and categorical data as number (percentage). p values are from Kruskal–Wallis 
equality of population rank test (continuous data) or χ2-test (categorial data).
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In multivariate analysis, epicardial fat was strongly associated 
with VAT (β: 1.08, 95% CI: 0.76–1.40, p < 0.001) and weakly 
associated with current smoking (p = 0.04). Similarly, paracar-
dial fat was also associated with VAT (β: 4.10, 95% CI: 3.32–4.88, 
p < 0.001; Table 5). All other associations to potential risk factors 
were dominated by the correlation to VAT.

Epi- and paracardial fat in the context of subclinical 
LV impairment
Both, epi- and paracardial fat were significantly higher in subjects 
with subclinical LV impairment as compared to subjects without 
impairment (Figure 5). Epicardial fat remained associated with 
LV impairment after adjustment for age, gender, smoking, 
hypertension, LDL and diabetes [β: 1.63 (0.5; 2.76), p = 0.005], 
but more importantly also including additional VAT [β: 1.13 
(0.22; 2.03), p = 0.02]. Interestingly, the association attenuated 
in a model which included BMI instead of VAT (p = 0.09). For 
paracardial fat, the association to LV impairment was significant 
after adjustment for traditional risk factors [β: 4.92 (1.79; 8.05), 
p = 0.002], but became non-significant if the multivariate model 
included diabetes (p = 0.13) or any of the other obesity measures 
(p = 0.47 for the model including VAT and p = 0.33 for the model 
including BMI; Table 6).

DIScuSSIon
In this study, we investigated cardiac fat depots as assessed by 
whole-body MRI in the context of impaired glucose metabo-
lism and subclinical LV impairment. Although both, epi- and 
paracardial fat, were higher in subjects with impaired glucose 
tolerance, the association was largely confounded by traditional 
cardiovascular risk factors. In multivariate analysis, VAT was the 
strongest predictor for the amount of epi- and paracardial fat. 
Regarding the association to subclinical LV impairment, epicar-
dial fat showed an independent association even after adjust-
ment for traditional cardiovascular risk factors including VAT. In 
contrast, paracardial fat was not independently associated with 
subclinical LV impairment.

Body imaging, especially MRI with its benefit of no radiation 
exposure, has become an integral component in several epide-
miological cohort studies including primarily healthy subjects, 
such as the German National Cohort or the UK Biobank aiming 
for 30,000 and 100,000 whole-body MR scans, respectively.25 
Thus, MR-based assessment of epicardial fat would potentially 
provide an important, imaging-based risk marker for cardiovas-
cular disease. We found that manual assessment of the cardiac 
fat depots in the cine long-axis SSFP sequence (4-chamber view) 

Figure 4. Epi- and paracardial fat across normal glucose tolerance, prediabetes and diabetes. A stepwise increase was observed 
for both, epi- (A) and paracardial (B) fat (all p < 0.001).

Table 3. Association of epicardial fat with impaired glucose metabolism

Normal glucose tolerance Prediabetes Diabetes

Epicardial fat β (95 CI) p-value β (95 CI) p-value
Unadjusted -Ref.- 1.54 (0.23;2.84) 0.02 3.04 (1.39;4.68) <0.001

Adjusted for

Age, gender -Ref.- 0.94 (–0.29;2.16) 0.14 1.98 (0.36;3.61) 0.02

Age, gender, CVRF -Ref.- 0.55 (–0.66;1.76) 0.37 0.47 (–1.26;2.2) 0.59

Age, gender, CVRF, BMI -Ref.- 0.3 (–0.87;1.47) 0.62 −0.08 (–1.71;1.56) 0.93

Age, gender, CVRF, SAT -Ref.- 0.29 (–0.89;1.47) 0.63 0.35 (–1.3;2.01) 0.68

Age, gender, CVRF, VAT -Ref.- −0.41 (–1.55;0.73) 0.48 −0.92 (–2.53;0.7) 0.27

BMI, body mass index; CI, confidence interval;CVRF, cardiovascular risk factor; LDL, low-density lipoprotein; SAT, subcutaneous adipose tissue; 
VAT, visceral adipose tissue.
Bold font indicates significant p-values.
Stepwise adjustment including CVRF (hypertension, smoking, triglycerides, LDL), SAT and VAT.
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is feasible. Better reproducibility was observed for the systolic 
measurements, potentially due to better delineation of the fat 
depots. Teme et al found good correlations for end-systolic and 
end-diastolic epicardial fat volumes as assessed in SSFP short-
axis in cardiac MRI.35

Our research reflects previous findings that describe higher 
epicardial fat amounts in prediabetes18 and Type 2 diabetes.19 An 
early loss of significance for the association between epicardial 
fat and impaired glucose metabolism was observed. Our research 
is in line with a previous study conducted by Graeff et al who 
suggested that associations to cardiometabolic variables can be 
mainly explained—amongst others—by central obesity, in this 
respective study defined by waist circumference.23 Interestingly, 

paracardial fat was associated with diabetes even after adjust-
ment for traditional cardiovascular risk factors. In an ultrasound 
vs MRI study, Sicari et al suggested paracardial fat to be a better 
cardiometabolic risk marker due to correlations of paracardial fat 
with, e.g. glucose, insulin sensitivity, BMI, blood pressure etc.15 
However, the association in our study was finally confounded by 
VAT, thereby emphasizing the major role of VAT in metabolic 
disease, as has been outlined earlier.1,36 Beyond VAT, none of the 
other traditional cardiovascular risk factors showed an indepen-
dent association with the cardiac fat depots, most likely due to 
shared pathophysiological pathways.

In our study, VAT was the strongest predictor for epicardial as 
well as paracardial fat in this clinically cardiovascular healthy 

Table 4. Association of paracardial fat with impaired glucose metabolism

Normal glucose tolerance Prediabetes Diabetes

Paracardial fat β (95 CI) p-value β (95 CI) p-value
Unadjusted -Ref.- 5.15 (1.36;8.94) 0.01 13.08 (8.31;17.85) <0.001

Adjusted for

Age, gender -Ref.- 4.45 (1.27;7.63) 0.01 8.77 (4.57;12.97) <0.001

Age, gender, CVRF -Ref.- 3.59 (–0.1;7.28) 0.06 5.43 (0.15;10.71) 0.04

Age, gender, CVRF, BMI -Ref.- 1.77 (–1.34;4.88) 0.26 4.89 (0.54;9.24) 0.03

Age, gender, CVRF, SAT -Ref.- 0.56 (–2.74;3.86) 0.74 4.68 (0.05;9.31) 0.048

Age, gender, CVRF, VAT -Ref.- −2.16 (–4.91;0.59) 0.12 −1.72 (–5.6;2.16) 0.39

BMI, body mass index; CI, confidence interval;CVRF, cardiovascular risk factor; LDL, low density lipoprotein; SAT, subcutaneous adipose tissue; 
VAT, visceral adipose tissue.
Bold font indicates significant p-values.
Stepwise adjustment including CVRFs (hypertension, smoking, triglycerides, LDL), SAT and VAT.

Table 5. Multivariable associations of cardiovascular risk factors including abdominal fat depots to epi- and paracardial fat

Epicardial fat Paracardial fat

β (95% CI) p-value β (95% CI) p-value
Age (years) 0.03 (–0.03; 0.09) 0.27 0.01 (–0.14; 0.15) 0.93

Male gender (%) −0.72 (–2.14; 0.70) 0.32 0.87 (–2.57; 4.31) 0.62

Hypertension (%) −0.48 (–1.55; 0.59) 0.38 0.71 (–1.88; 3.31) 0.59

LDL (mg dl–1) −0.01 (–0.03; 0.001) 0.08 0 (–0.04; 0.04) 1.00

HDL (mg dl–1) 0.004 (–0.03; 0.04) 0.81 0.005 (–0.08; 0.09) 0.91

Triglyceride (mg dl–1) 0.002 (–0.005; 0.008) 0.59 −0.002 (–0.02; 0.01) 0.8

Alcohol (g/day) 0.007 (-0.02; 0.03) 0.54 −0.03 (–0.08; 0.02) 0.29

Smoking

  Never-smoker -Ref.- -Ref.-

  Ex-smoker 0.8 (-0.23; 1.82) 0.13 -1.27 (–3.76; 1.23) 0.32

  Current-smoker 1.39 (0.07; 2.70) 0.04 -1.45 (–4.64; 1.73) 0.37

VAT (l) 1.08 (0.76; 1.4) <0.001 4.10 (3.32; 4.88) <0.001

SAT (l) −0.02 (–0.19; 0.16) 0.87 −0.46 (-0.89; −0.032) 0.04

PDFFhepatic (%) −0.04 (–0.11; 0.03) 0.21 −0.17 (–0.33; 0.001) 0.05

CI, confidence interval; HDL, high-density lipoprotein; LDL, low-density lipoprotein; PDFF, proton-density fat fraction; SAT, subcutaneous adipose 
tissue; VAT, visceral adipose tissue.
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cohort. Our methodology in assessing epicardial fat differs 
from other cohort study set ups such as the Framingham Heart 
Study3 or the ELSA-Brasil study,23 mainly due to the available 
imaging modality. In the Framingham Heart Study, CT-based 
volumetric assessment of epicardial fat was conducted3 while 
we analyzed epicardial fat on single slice measurements using 
a typical 4-chamber view. However, it was shown that there is 
overall good correlation for epicardial fat as measured by a 
single-slice area vs a volumetric approach.37 In the ELSA-Brasil 
study, which showed that the association between epicardial fat 
thickness and cardiometabolic risk factors could be explained 
by age, gender, ethnicity and central obesity,23 epicardial fat was 
assessed by echocardiography—a different imaging modality 
that only partially assesses epicardial fat. Another difference in 
many of these papers is the focus on the association between 
epicardial fat and cardiovascular disease, which is already clini-
cally manifest3,38—our approach analyses subclinical LV changes 
in a cohort without history of cardiovascular disease.

Our study suggests that epicardial fat is associated to MRI-de-
rived markers of LV dysfunction. It needs to be taken into 
account that our study set up is cross-sectional and thus does 
not allow any conclusion regarding natural history of the disease 
and potential pathophysiological relationships. Nevertheless, in 
consideration together with other studies, which have analyzed 
the array of proinflammatory mediators in epicardial fat, e.g. in 
subjects undergoing coronary artery bypass surgery, and found 
elevated levels of pro-inflammatory mediators,5,6 the hypothesis 
of a local effect of epicardial fat on its neighboring structures 
such as the heart may be supported. Additionally, Cavalcante et 
al state that epicardial fat correlates independently with diastolic 
dysfunction.14 Furthermore, epicardial fat has been described as 
being associated with coronary artery stenosis and is increased 
in severe coronary artery calcification.39 So far, vasocrine and 
paracrine signaling pathways have been suggested for communi-
cation between epicardial fat and its surrounding structures.40,41 
However, further studies into the exact local pathomechanisms 
are warranted. Interestingly, the association in our study was not 
independent of BMI, a finding that may hint at the different role 
that the different fat depots play in the human body on different 
organ systems. This needs to be explored further in future studies.

Our results must be interpreted considering potential limitations. 
Overall, our study was not matched for age and gender. However, 
we adjusted for both age and gender in our multivariable models 
analyzing the associations between cardiac fat and diabetes 
status, as well as cardiac fat and LV impairment. By implication, 
the rest of our data needs to be regarded as descriptive informa-
tion. Firstly, the study comprises only clinically cardiovascular 
healthy adults with Caucasian ethnicity. As it is known that the 
fat depots vary in different ethnicities,23,42 it remains unclear 
whether our findings have external validity in non-Caucasian 
cohorts. Also, we only studied subclinical alterations of the LV 
and did not include clinical outcomes nor measures of the left 
atrium, although epicardial fat has been shown to be associated 
to atrial fibrillation.12 The manual segmentation of the cardiac fat 
depots may be a source of subjective error. Also, this approach 
may not be feasible in larger imaging cohorts as it is time-con-
suming and subjective, and further research into automated 
approaches that already exist for other fat depots30 or other 
imaging modalities, is warranted.

Figure 5. Epi- and paracardial fat between subjects with and 
without subclinical LV impairment. LV impairment was defined 
as a combined endpoint of LGE, EF <55% or LVCI >1.3 g ml−1. 
Differences in both epi- (A) and paracardial (B) fat between 
the groups were significant (p < 0.001). EF, ejection fraction; 
LGE, late gadolinium enhancement; LV, left ventricular; LVCI, 
left ventricular concentricity index.

Table 6. Multivariable association of epi- and paracardial fat to LV impairment

Epicardial fat Paracardial fat

LV impairment β (95 CI) p-value β (95 CI) p-value
Unadjusted 1.80 (0.57; 3.03) 0.004 6.9 (3.3; 10.49) <0.001

Adjusted for

Age, gender, smoking, hypertension, LDL 1.26 (0.18; 2.35) 0.02 4.92 (1.79; 8.05) 0.002

Age, gender, smoking, hypertension, LDL, diabetes 1.63 (0.5; 2.76) 0.005 2.63 (–0.75; 6.00) 0.13

Age, gender, smoking, hypertension, LDL, diabetes, BMI 0.95 (–0.15; 2.05) 0.09 1.63 (–1.63; 4.89) 0.33

Age, gender, smoking, hypertension, LDL, diabetes, VAT 1.13 (0.22; 2.03) 0.02 0.88 (–1.53; 3.30) 0.47

BMI, body mass index; CI, confidence interval; LDL, low-density lipoprotein; LV, left ventricular; VAT, visceral adipose tissue.
LV impairment was defined as a combined endpoint of LGE, EF <55% or LVCI >1.3 g ml−1. Bold font indicates significant p-values.

http://birpublications.org/bjr


9 of 10 birpublications.org/bjr Br J Radiol;92:20180562

BJRFull paper: Epicardial fat in diabetes and early LV impairment

concluSIon
MRI-based assessment of epi- and paracardial fat in a study 
cohort setting is feasible, using the 4-chamber view, cine-SSFP 
sequence. Epi- but not paracardial fat is associated to subclinical 
LV impairment independent of traditional cardiovascular risk 
factors including VAT. Overall, VAT was the strongest predictor 
of both epicardial and paracardial fat in multivariate analysis, 
while differences between normal glucose tolerance, prediabetes 
and diabetes attenuated after adjustment.
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