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Introduction

The prevalence of obesity is increasing worldwide.1 
Obesity affects the vasculature adversely and is linked to 
hypertension, insulin resistance and dyslipidemia, all 
related to adverse cardiovascular outcomes.2

Obesity is defined according to WHO as a body mass 
index (BMI) ⩾30 kgm2. BMI does not address fat distribu-
tion, with abdominal adiposity being more strongly linked 
to adverse outcomes than BMI.3 The increase in body 
weight in obesity is not only attributed to fat mass, but 
there is also simultaneously an increase in lean body mass.4

Carotid intima-media thickness (IMT) and different 
measures of arterial stiffness are commonly used surrogate 
markers for cardiovascular disease and independent pre-
dictors of cardiovascular morbidity.5,6 Arterial morphol-
ogy is altered in obesity; larger arterial lumen diameters 
(LD) and thicker arterial walls are described independent 
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of other cardiovascular risk factors.7,8 Very little is known 
about artery intima or adventitia layer thickness (AT) in 
clinical obesity, but obesity has been linked to increased 
adventitia fibrosis and inflammation in animal models.9

Non-invasive ultra-high frequency ultrasound (25-
70 MHz) provides the opportunity to assess intima, com-
bined IMT, and adventitia artery layer thickness in 
superficial peripheral arteries such as in the radial and bra-
chial artery.10 Although the relevance of peripheral artery 
IMT is still somewhat unclear, a few studies link this 
measure with cardiovascular risk.11,12 Studies relating 
peripheral intima and adventitia layer thickness measure-
ments with artery disease progression are very scarce.13

Previous studies have mainly focused on effects of obe-
sity on carotid and femoral artery IMT and arterial stiff-
ness.14 There is, to our knowledge, no previous study that 
has addressed the independent effects of adiposity, abdom-
inal adiposity, and body composition on peripheral artery 
wall layer thickness.

The aim of this study was to assess how arterial struc-
ture and function in carotid and peripheral arteries are 
related to body size and composition in obesity, and how 
these associations relate to cardiovascular risk factors in 
early middle-aged women.

Patients and methods

This is a cross-sectional study derived from the RADIEL-
study, the Finnish Gestational Diabetes Prevention Study. 
The original cohort has been described earlier, consisting of 
728 women with obesity (BMI ⩾30kg/m2) or previous ges-
tational diabetes (GDM) planning pregnancy or in the first 
half of gestation.15 Exclusion criteria were age <18 years, 
multiple pregnancy, pregestational diabetes, regular medi-
cation affecting glucose metabolism, physical disability, 
severe psychiatric disorder, current substance abuse and 
difficulty cooperating due to inadequate language skills.

We recruited 201 women for cardiovascular assessment 
approximately 6 ± 0.5 years postpartum between June 
2015 and May 2017. Two participants with missing BMI 
information were excluded from analysis. Prior to preg-
nancy 70 participants had a history of GDM only, 99 par-
ticipants had pre-pregnancy obesity only, and 30 participants 
had both GDM and obesity. At follow-up, 28 participants 
had a BMI <25, 50 were overweight, and 121 were obese.

The research protocol for the six-year follow-up was 
approved by the Helsinki University Hospital Ethics 
Committee for gynecology and obstetrics, pediatrics, and 
psychiatry (20/13/03/03/2015) with informed written con-
sent obtained from all participants at follow-up.

Background information

Maternal background information was obtained using a 
structured questionnaire including information on previous 

medical diagnoses, present medication, current and previ-
ous smoking.

Anthropometrics, blood pressure and blood 
work

Height and weight were measured with electronic devices 
(Seca GmbH & Co. KG, Germany) to the nearest 0.1 cm 
and 0.1 kg. Hip and waist circumferences were measured 
using a tape measure to the closest 0.5cm. Abdominal adi-
posity was defined as a waist-to-hip ratio >0.85. Body 
composition was assessed using bioelectrical impedance 
(InBody 720, Indbody Bldg, South Korea).

Blood pressure was measured using oscillometry 
(Omron Healthcare Europe B.V., The Netherlands) from 
the right arm in sitting position, after one-hour rest. 
Hypertension was defined as a resting systolic blood pres-
sure ⩾140 mmHg, a diastolic blood pressure ⩾90 mmHg, 
or daily antihypertensive medication treatment.

Fasting blood samples were taken for assessment of 
plasma glucose, insulin, total cholesterol, low-density 
lipoprotein (LDL), high-density lipoprotein (HDL), tri-
glycerides, high sensitivity C-reactive protein (hsCRP), 
and glycated hemoglobin (HbA1c). Diabetes was defined 
as fasting glucose ≥7.0 mmol/l, HbA1c ≥ 48 mmol/mol, 
or daily glucose lowering medication. Homeostatic model 
assessment for insulin resistance (HOMA-IR) was calcu-
lated as fasting glucose (mmol/l)*serum insulin 
(mIU/l)/22.5.16 Hypercholesterolemia was defined as total 
cholesterol >5.0 mmol/l, low density lipoprotein 
>3.0 mmol/l, or daily lipid-lowering medication.

Metabolic syndrome was classified according to NCEP 
ATP III criteria, requiring at least three out of five criteria: 
1. Waist circumference >88 cm, 2. Fasting glucose 
⩾5.6 mmo/l or glucose lowering medication, 3. triglycer-
ides ⩾ 1.7 mmol/l or lipid lowering treatment, 4. HDL 
<1.3 mmol/ or lipid lowering treatment 5. Systolic blood 
pressure ⩾130 mmHg or diastolic BP ⩾85 mmHg, or anti-
hypertensive treatment.17

Vascular ultrasound

Ultra-high frequency ultrasound images of bilateral 
carotid, and right brachial and radial arteries were 
obtained by one skilled investigator (TS) using 25, 
35 MHz and 55 MHz transducers with the Vevo 770 sys-
tem for the first 149 participants, and using the corre-
sponding UHF22, UHF48 and UHF70 transducers with 
the Vevo MD system (VisualSonics, Canada) for the 
remaining participants.

The common carotid artery was imaged 1 cm proximal 
to the carotid bulb, the brachial artery imaged 5cm proxi-
mal to the cubital fold, and the radial artery 1-2 cm proxi-
mal to the palma manus. Cine loops were obtained using 
highest frequency able to visualize the far wall. Images 
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were analyzed offline by one experienced observer (JKMS) 
blinded to participant characteristics. Vascular lumen and 
wall dimensions, including IMT and AT, were measured in 
end-diastole using electronic calipers as a mean of three 
measures using the leading-leading edge technique.10 
Images of radial arteries were assessed for four-line pat-
tern consistent with intima thickness >0.06 mm as 

previously validated by the authors.18 We have previously 
reported intra and inter-observer agreement Cohen’s 
Kappa as κ = 1.00 and κ = 0.85 respectively.13

Carotid artery lumen diameter (LD) was further meas-
ured in peak systole to assess local artery stiffness. The 
distensibility coefficient and β-stiffness index of the 
carotid artery was calculated as follows:

Carotidarterydistensibility coefficient �
�� �

100*
CCALAS CCALAD CCCALAD

SBP DBP�� �

Carotidartery stiffness index
ln

� � �

�

�
�

�

�
�

��

SBP
DBP

CCALDS CCALDD�� CCALDD

Where CCALAS and CCALAD are common carotid 
artery lumen area in systole and diastole respectively, 
CCALDS and CCALDD are common carotid artery lumen 
diameter in systole and diastole respectively, and SBP and 
DBP are systolic and diastolic blood pressures.

Carotid arteries were screened for plaques from the 
proximal common carotids, throughout the bifurcation and 
the proximal parts of internal and external carotids using a 
12 MHz linear transducer (Vivid 7, GE, MA USA). Plaques 
were defined as a focal increase in vascular wall thickness 
exceeding 0.5 mm or more than 50% of the surrounding 
IMT, or as a focal vascular wall thickness exceeding 
1.5 mm.19 Repeat measurements to assess intra- and inter-
observer variabilities were independently performed on a 
subset of images (N = 40) by primary observer (JKMS) 
and a second observer (TS) giving Cohen’s Kappa values 
κ = 0.89 and κ = 0.83 respectively.

Pulse wave velocity

Central (carotid-femoral; cfPWV) and peripheral (carotid-
radial; crPWV) pulse wave velocities were measured using 
mechanosensors (Complior Analyse, Alam Medical, Saint-
Quentin-Fallavier, France) in supine position. Transit time 
was recorded using sensors and transit distance measured 
using a tape measure to the closest 0.1 cm. Carotid-femoral 
distance was multiplied by a 0.8. Sensors were set on right 
carotid, radial and femoral arteries to assess transit times. 
At least two recordings were obtained, and a third record-
ing performed in the setting of a difference of at least 
0.5 m/s (10%) between parallel measurements. The mean 
of two measurements with the lowest tolerance values 
were used in final analysis.

Data analysis

Continuous variables are presented as median and 25-75th 
percentiles. Dichotomous variables are presented as fre-
quencies and percentages. The cohort was stratified in 
groups in relation to BMI with normal weight and 

overweight participants combined into one group. Group-
wise comparison was done using Mann-Whitney U-test.

Uniresention. cof at least 
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Table 3. Multiple linear regression models showing associations of age and BMI with vascular parameters.

Dependent variable N Adjusted R2 Model P-value

Independent variables B CI95 P-value
Carotid LD [mm] 176 0.09 <0.001
Constant 4.76 4.09;5.44 <0.001
Age [years] −0.01 −0.02;0.01 0.480
BMI [kg/m2] 0.03 0.01;0.04 <0.001
Carotid IMT [µm] 177 0.19 <0.001
Constant 133.1 29.6;236.7 0.012
Age [years] 5.60 3.38;7.81 <0.001
BMI [kg/m2] 3.37 1.59;5.16 <0.001
Brachial LD [mm] 182 0.08 <0.001
Constant 2.77 2.12;3.42 <0.001
Age [years] −0.01 −0.02;0.00 0.190
BMI [kg/m2] 0.02 0.01;0.03 <0.001
Brachial IMT [µm] 179 0.21 <0.001
Constant 45.1 3.4;86.7 0.034
Age [years] 2.12 1.26;2.99 <0.001
BMI [kg/m2] 1.63 0.93;2.34 <0.001
Brachial AT [µm] 175 0.08 <0.001
Constant 57.5 12.3;102.8 0.013
Age [years] 0.77 −0,17;1.71 0.106
BMI [kg/m2] 1.38 0.62;2.14 <0.001
Radial LD [mm] 179 0.06 0.003
Constant 1.47 1.01;1.93 <0.001
Age [years] −0.00 −0.01;0.01 0.760
BMI [kg/m2] 0.02 0.01;0.02 <0.001
Radial IMT [µm] 179 0.13 <0.001
Constant 39.7 −4.5;83.9 0.078
Age [years] 2.20 1.28;3.12 <0.001
BMI [kg/m2] 0.91 0.16;1.66 0.018
Radial AT [µm] 176 0.10 <0.001
Constant 15.4 −11.9;42.8 0.267
Age [years] 1.00 0.43;1.57 0.001
BMI [kg/m2] 0.73 0.25;0.1.20 0.003
Carotid DC [%/10mmHg] 159 0.05 0.001
Constant 7.15 5.02;9.28 <0.001
Age [years] −0.06 −0.11;−0.02 0.007
BMI [kg/m2] −0.03 −0.07;0.00 0.057
Carotid β-stiffness index 159 0.00 0.359
Constant 1.72 −0.08;3.53 0.061
Age [years] 0.03 −0.01;0.06 0.168
BMI [kg/m2] 0.02 −0.01;0.05 0.272
Carotid-Femoral PWV [m/s] 189 0.10 <0.001
Constant 3.02 1.08;4.95 0.002
Age [years] 0.08 0.04;0.12 <0.001
BMI [kg/m2] 0.04 0.00;0.07 0.025
Carotid-Radial PWV [m/s] 189 0.06 0.003
Constant 7.15 4.67;9.63 <0.001
Age [years] 0.08 0.03;0.13 0.002
BMI [kg/m2] −0.03 −0.08;0.01 0.116

All models are adjusted for previous GDM. AT–Adventitia thickness; BMI–Body mass index; DC–Distensibility coefficient; IMT–Intima media 
thickness; LD---Lumen diameter; PWV–Pulse wave velocity.



Sundholm et al. 7

β-stiffness index were associated with age. There was no 
independent effect of age on arterial LD and AT.

In multiple regression models assessing associations 
between body fat percentage and vascular parameters 
adjusting for lean body mass, age and previous GDM 
(Table 4.), there was no significant independent association 
between body fat% and carotid LD or IMT, or radial IMT, 
which were predicted by lean body mass only. Brachial LD 
and IMT were independently predicted by body fat% and 
lean body mass, whereas brachial adventitia thickness and 
radial LD were predicted only by body fat%. There were no 
significant independent associations between body fat% or 
lean body mass and radial AT, cfPWV, and local carotid 
artery stiffness measures. Carotid-radial PWV was nega-
tively associated with body fat%.

In multiple regression models assessing associations 
between abdominal adiposity (WHR⩾0.85 and BMI) and 
vascular parameters adjusting for age and previous GDM 
(Supplemental table 2), there was an independent associa-
tion between increased waist-to-hip ratio (>0.85) and 
carotid-femoral PWV (β=−0.72 m/s, CI95% 0.32;1.11, p 
< 0.001) only.

When assessing how obesity related cardiovascular risk 
factors including systolic blood pressure, hypertension medi-
cation, LDL cholesterol, triglycerides, glycemic measures, 
and hsCRP were associated with arterial dimensions, none of 
the cardiovascular risk factors predicted arterial LD or arte-
rial AT. The IMT of all arteries were significantly associated 
with systolic blood pressure (carotid: β = 0.85 µm/mmHg, 
CI95% 0.15;1.55, p = 0.017, brachial: β = 0.36 µm/mmHg, 
CI95% 0.08;0.63, p = 0.011, radial: β = 0.50 µm/mmHg, 
CI95% 0.21;0.78, p = 0.001). Furthermore, brachial and 
radial artery IMT were higher among participants with 
hypertension medication (y/n, brachial: β = 16.8, CI95% 
3.78;29.9, p = 0.012, radial: β = 19.0 CI95% 5.4;32.5, p = 
0.006). Inclusion of systolic blood pressure and hypertensive 
treatment in the regression model attenuated the association 
between IMT and BMI (carotid: β = 2.24 µm/kg/m2, CI95% 
0.37.;4.12, p = 0.019, brachial: β = 1.08 µm/kg/m2, CI95% 
0.35;1.82, p = 0.004, radial: β = 0.18 µm/kg/m2, CI95% 
-0.50;0.86, p = 0.609, supplemental table 3).

Both carotid distensibility coefficient and carotid β-
stiffness index were predicted by metabolic syndrome (y/n, 
DC: β = −0.80%/10mmHg, CI95% -1.27;−0.33, p=0.002, 
BSI: β =0.50 m, CI95% 0.09;0.90, p = 0.015) and related 
with >10 pack years of regular cigarette smoking (y/n, DC: 
β = −0.49%/10mmHg, CI95% -0.95;−0.04, p = 0.035, BSI: 
β = 0.42 m, CI95% 0.03;0.81, p = 0.036, supplemental 
table 3.). The significant association between central arte-
rial stiffness (cfPWV) and BMI disappeared (β = −0.02 m/s/
kg/m2, CI95% -0.05;0.02, p = 0.384) after inclusion of 
WHR > 0.85 (β = 0.61 m/s CI95% 0.23;1.00, p = 0.002), 
triglycerides (β = 0.48 m/s/mmol/l CI95% 0.17;0.80, p = 
0.003), and hypertension (y/n, β = 0.62 m/s, CI95% 
0.10;1.13, p = 0.018) in the model (supplemental table 3.).

Plaque presence, plaque area, plaque number and radial 
artery intimal thickening were not associated with any 
anthropometric measures or cardiovascular risk factors in 
our sample.

Discussion

This study assessed associations between obesity, adipos-
ity, cardiovascular risk parameters and arterial structure 
and stiffness in early middle-aged women. Arterial lumen 
diameters, intima-media and adventitia layers were 
increased in obese women compared to non-obese women. 
Increased arterial layers were related with both increased 
lean body mass, body fat percentage, and blood pressure 
among the obese women. Central aortic stiffness was 
increased in obese women and related with abdominal adi-
posity, systolic blood pressure, and increased blood tri-
glyceride concentration.

Artery sizes were associated with BMI, but not with CVD 
risk factors or age. An increased carotid, radial and brachial 
artery LD has previously been reported in obesity and further 
shown to be reversible with weight loss.20,21 Brachial artery 
LD has been reported to be associated with lean body mass 
in non-obese, whereas radial LD has been related with wrist 
circumference, suggesting that arterial size is dependent on 
end-organ size and volumetric blood flow.22,23

We found significant linear associations between BMI 
and IMT in all arteries studied. Arterial IMT did not cor-
relate with LD suggesting a different pathophysiological 
mechanism for this BMI related vascular wall remodeling. 
Associations between BMI and IMT in all arteries were 
attenuated after adjustment for systolic blood pressure 
suggesting that the adverse effect of obesity on the vascu-
lar wall thickness is partly mediated by blood pressure as 
previously shown.24

Both brachial and radial artery adventitia thicknesses 
were associated with BMI in our sample. We were unable 
to find any previous human adult studies addressing asso-
ciations between artery adventitia layer thickness and body 
size or CVD risk factors. Emerging evidence from preclin-
ical and animal studies suggest a role of the adventitia in 
the atherogenic process and adventitia remodeling as a part 
of the arterial pathophysiologic spectrum.25

Increased waist-to-hip ratio was only associated with 
cfPWV after adjustment for BMI. This suggests that the 
adverse effect of abdominal adiposity mainly influences 
central aortic stiffness with less apparent influence on vas-
cular morphology. This is in line with previous studies 
showing significant associations between central arterial 
stiffness, carotid IMT and abdominal adiposity, and with 
the association between carotid IMT and abdominal adi-
posity disappearing after adjusting for BMI.26,27

Vascular wall layers were unrelated to lipid profiles, 
glycemic measures, and hsCRP in our study. Carotid IMT 
has previously been shown to correlate with LDL in 
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Table 4. Multiple linear regression models showing the independent associations between lean body mass and fat percentage and 
vascular outcomes.

Dependent variable N Adjusted R2 Model P-value

Independent variables B CI95 P-value
Carotid LD [mm] 175 0.13 <0.001
Constant 4.00 3.17;4.83 <0.001
Age [years] −0.01 −0.02;0.01 0.452
Lean body mass [kg] 0.02 0.01;0.03 <0.001
Body fat percentage [%] 0.01 0.00;0.02 0.088
Carotid IMT [µm] 176 0.17 <0.001
Constant 68.8 −63.6;201.2 0.307
Age [years] 5.64 3.39;7.88 <0.001
Lean body mass [kg] 1.73 0.02;3.44 0.048
Body fat percentage [%] 1.96 −0.17;4.09 0.071
Brachial LD [mm] 181 0.09 <0.001
Constant 2.14 1.32;2.97 <0.001
Age [years] −0.01 −0.02;0.00 0.180
Lean body mass [kg] 0.01 0.00;0.02 0.009
Body fat percentage [%] 0.02 0.00;0.03 0.017
Brachial IMT [µm] 178 0.23 <0.001
Constant −0.63 −53.1;51.8 0.981
Age [years] 2.13 1.27;2.98 <0.001
Lean body mass [kg] 1.09 0.45;1.73 0.001
Body fat percentage [%] 0.99 0.17;1.83 0.019
Brachial AT [µm] 174 0.06 0.007
Constant 33.7 −24.3;91.8 0.253
Age [years] 0.76 −0.19;1.71 0.116
Lean body mass [kg] 0.52 −0.18;1.22 0.143
Body fat percentage [%] 0.95 0.05;1.84 0.038
Radial LD [mm] 178 0.07 0.01
Constant 1.18 0.60;1.77 <0.001
Age [years] 0.00 −0.01;0.01 0.718
Lean body mass [kg] 0.00 −0.01;0.01 0.767
Body fat percentage [%] 0.02 0.01;0.02 0.001
Radial IMT [µm] 178 0.14 <0.001
Constant 15.8 −40.5;72.0 0.580
Age [years] 2.21 1.28;3.13 <0.001
Lean body mass [kg] 0.79 0.10;1.84 0.025
Body fat percentage [%] 0.34 −0.56;1.22 0.459
Radial AT [µm] 175 0.09 <0.001
Constant 0.15 −34.8;35.0 0.993
Age [years] 1.01 0.43;1.58 0.001
Lean body mass [kg] 0.34 −0.01;0.77 0.122
Body fat percentage [%] 0.49 −0.07;1.05 0.089
Carotid DC [%/10mmHg] 158 0.05 0.024
Constant 7.88 5.21;10.6 <0.001
Age [years] −0.06 −0.11;−0.02 0.008
Lean body mass [kg] −0.01 −0.04;0.03 0.667
Body fat percentage [%] −0.03 −0.07;0.01 0.127
Carotid β-stiffness index 158 0.02 0.518
Constant 1.33 −0.91;3.57 0.243
Age [years] 0.03 −0.01;0.06 0.179
Lean body mass [kg] 0.01 −0.02;0.04 0.482
Body fat percentage [%] 0.01 −0.02;0.04 0.564
Carotid-Femoral PWV [m/s] 188 0.10 <0.001

(continued)
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Dependent variable N Adjusted R2 Model P-value

Constant 1.79 −0.66;4.25 0.151
Age [years] 0.08 0.04;0.12 <0.001
Lean body mass [kg] 0.03 0.00;0.06 0.064
Body fat percentage [%] 0.02 −0.02;0.06 0.239
Carotid-Radial PWV [m/s] 188 0.06 0.003
Constant 7.63 4.48;10.8 <0.001
Age [years] 0.08 0.03;0.13 0.002
Lean body mass [kg] 0.02 −0.02;0.06 0.290
Body fat percentage [%] −0.06 −0.11;-0.01 0.030

All models are adjusted for previous GDM. AT–Adventitia thickness; DC–Distensibility coefficient; IMT–Intima media thickness; LD–Lumen 
diameter; PWV–Pulse wave velocity.

Table 4. (Continued)

patients with familiar hypercholesterolemia and in men, 
but this relation is not established in women.28 We were 
unable to find any association between carotid IMT and 
any measures of glycemic control as previously reported.29 
This might be related to the low prevalence of diabetes in 
our sample. Although hsCRP was increased among our 
obese subjects, we could not demonstrate a mediating 
effect of low-grade inflammation on arterial parameters.

We were unable to find associations between BMI or 
abdominal adiposity and local arterial stiffness. Both 
carotid distensibility and β-stiffness index were associ-
ated with history of regular smoking and metabolic syn-
drome. Previous studies have shown a significant 
decrease in carotid distensibility associated with BMI, 
but they calculated distensibility using lumen diameter, 
not area, leading to a negative association between dis-
tensibility and lumen size.14

Central arterial stiffness (cfPWV) was associated with 
BMI in our sample. This association disappeared when 
adjusted for waist-to-hip ratio, hypertension, and triglycer-
ide concentrations suggesting that the adverse effect of obe-
sity could be mediated through abdominal adiposity, blood 
pressure and triglyceride concentrations. Our results are 
then similar to a recent meta-analysis, where blood pressure 
was the only predictor of central arterial stiffness, with no 
independent effect of obesity.30 Peripheral arterial stiffness 
(crPWV) was only inversely associated with body fat% 
with no further associations observed. The role of crPWV as 
a surrogate marker for CVD is not well established and the 
significance of this finding remains unclear.31

Surprisingly we found no significant predictors of plaque 
presence and radial artery intimal thickening in our sample. 
This might be related to the low prevalence of these vascular 
outcomes in this relatively young population.

Taken together, this study shows a link between obesity 
and increased lumen diameter, intima-media thickness, 
adventitia thickness and arterial stiffness. Our findings 
suggest that the changes appear through different patho-
physiological trajectories (Figure 2.). Whereas arterial 
lumen size and adventitia thickness are mainly related to 
body size, the increase in intima-media thickness is partly 

derived through increased blood pressure in obesity. 
Central arterial stiffness seems mainly predicted by 
increased blood pressure, increased waist-to-hip ratio, and 
an increase in triglyceride concentrations among early 
middle-aged women with obesity.

Study limitations

The cross-sectional study design limits inferring causality in 
the associations observed. The extensively assessed cardio-
vascular surrogate markers allows us to describe a marked 
heterogeneity of the associations between body composition 
and cardiovascular risk factors and vascular outcomes. 
Women without previous GDM or obesity were excluded in 
the primary trial and thus the cohort did not include a healthy 
reference. The exclusion of a healthy reference would bias 
the results towards null, and an underestimated effect is pos-
sible. Further, participants with significant hypertension and 
diabetes at recruitment were excluded, limiting the preva-
lence and cumulative exposure to these risk factors, which 
might reduce their effect on vascular measures. Another 
limitation is the lack of information on parental cardiovas-
cular disease history. The inclusion of women only with 
high prevalence of obesity and a narrow age range limits the 
interpretation of the effect of sex and age on outcomes. The 
results are, however, strengthened by the relatively large 
sample size, well characterized anthropometrics, cardiovas-
cular risk profile, and background factors.

Conclusion

In this cross-sectional study, we show that early middle-
aged women with obesity have an altered vascular profile 
with increased arterial size, central arterial stiffness, arte-
rial intima media and adventitia thickness, and decreased 
carotid distensibility. We further propose that the arterial 
changes are derived through different pathophysiological 
mechanisms. Arterial lumen diameter and adventitia 
thickness are mainly related with BMI. The effect of BMI 
on arterial intima-media thickness is partly mediated 
through increased blood pressure levels, whereas the 
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Figure 2. The effects of BMI on arterial size, arterial intima-media thickness, adventitia thickness and arterial stiffness. Whereas 
arterial lumen size and adventitia thickness is mainly related to body size the increase in intima-media thickness is partly derived 
through increased blood pressure levels. Central arterial stiffness is mainly affected through increased blood pressure, increased 
waist-to-hip ratio, and an increase in triglyceride concentrations.

effect on central arterial stiffness is mediated through 
abdominal adiposity, hypertension and increased triglyc-
eride concentrations.

Acknowledgements

The study nurses, Maria Finne and Hanna Oksa, are acknowl-
edged for excellent coordination of study visits and data collec-
tion management.

Declaration of conflicting interests

The author(s) declared no potential conflicts of interest with 
respect to the research, authorship, and/or publication of this 
article.

Funding

The author(s) disclosed receipt of the following financial support 
for the research, authorship, and/or publication of this article: 
This study has been supported by grants from the Sigrid Juselius 
Foundation, The Medical Society of Finland, Medicinska under-
stödsföreningen Liv och Hälsa, Finnish Foundation for Pediatric 
Research, the Stockmann Foundation.

ORCID iDs

Johnny KM Sundholm  https://orcid.org/0000-0003-1334- 
0162
Kristiina Rönö  https://orcid.org/0000-0002-6344-1159

Supplemental Material
Supplemental Material - Ultra-high frequency ultrasound deline-
ated changes in carotid and muscular artery intima-media and 
adventitia thickness in obese early middle-aged womensj-pdf- 
1-dvr-10.1177_14791641221094321
Supplemental Material for Ultra-high frequency ultrasound 
delineated changes in carotid and muscular artery intima-media 
and adventitia thickness in obese early middle-aged women by 
Johnny KM Sundholm, Linda Litwin, Kristiina Rönö, Saila B 
Koivusalo, Johan G Eriksson and Taisto Sarkola in Diabetes and 
Vascular Disease Research

Supplemental material

Supplemental material for this article is available online.

Refrences

 1. Ng M, Fleming T, Robinson M, et al. Global, regional, and 
national prevalence of overweight and obesity in children 
and adults during 1980-2013: a systematic analysis for the 
Global Burden of Disease Study 2013. Lancet (London, 
England) 2014; 384: 766–781.

 2. Eckel RH, Krauss RM. American Heart Association call 
to action: obesity as a major risk factor for coronary heart 
disease. AHA Nutrition Committee. Circulation 1998; 97: 
2099–2100.

 3. Zeller M, Steg PG, Ravisy J, et al. Relation between body 
mass index, waist circumference, and death after acute myo-
cardial infarction. Circulation 2008; 118: 482–490.



Sundholm et al. 11

 4. Forbes GB, Welle SL. Lean body mass in obesity. 
International Journal of Obesity 1983; 7: 99–107.

 5. Sutton-Tyrrell K, Najjar SS, Boudreau RM, et al. Elevated 
aortic pulse wave velocity, a marker of arterial stiffness, 
predicts cardiovascular events in well-functioning older 
adults. Circulation 2005; 111: 3384–3390.

 6. Polak JF, Szklo M, O’Leary DH. Carotid intima-media 
thickness score, positive coronary artery calcium score, and 
incident coronary heart disease: the multi-ethnic study of 
atherosclerosis. Journal of the American Heart Association 
2017; 6, Epub ahead of print January 21, 2017. DOI: 
10.1161/JAHA.116.004612.

 7 Dalmas E, Kahn JF, Giral P, et al. Intima-media thickness 
in severe obesity: links with BMI and metabolic status but 
not with systemic or adipose tissue inflammation. Diabetes 
Care 2013; 36: 3793–3802.

 8. Sandgren T, Sonesson B, Ahlgren AR, et al. The diameter of 
the common femoral artery in healthy human: influence of 
sex, age, and body size. Journal of Vascular Surgery 1999; 
29: 503–510.

 9. Chen JY, Tsai PJ, Tai HC, et al. Increased aortic stiffness and 
attenuated lysyl oxidase activity in obesity. Arteriosclerosis, 
Thrombosis, and Vascular Biology 2013; 33: 839–846.

 10. Sarkola T, Redington A, Keeley F, et al. Transcutaneous 
very-high-resolution ultrasound to quantify arterial wall lay-
ers of muscular and elastic arteries: validation of a method. 
Atherosclerosis 2010; 212: 516–523.

 11. Frick M, Suessenbacher A, Alber HF, et al. Prognostic 
value of brachial artery endothelial function and wall thick-
ness. Journal of the American College of Cardiology 2005; 
46: 1006–1010.

 12. Eklund C, Friberg P, Gan LM. High-resolution radial artery 
intima-media thickness and cardiovascular risk factors in 
patients with suspected coronary artery disease-Compar-
ison with common carotid artery intima-media thickness. 
Atherosclerosis 2012; 221: 118–123.

 13. Sundholm JKM, Suominen A, Sarkola T, et al. Early arte-
rial intimal thickening and plaque is related with treatment 
regime and cardiovascular disease risk factors in young 
adults following childhood hematopoietic stem cell trans-
plantation. Journal of Clinical Medicine 2020; 9: 1–13.

 14. Fernberg U, Op’t Roodt J, Fernström M, et al. Body com-
position is a strong predictor of local carotid stiffness in 
Swedish, young adults - the cross sectional Lifestyle, bio-
markers, and atherosclerosis study. BMC Cardiovascular 
Disorders 2019; 19, Epub ahead of print August 27, 2019. 
DOI: 10.1186/S12872-019-1180-6.

 15. Rönö K, Stach-Lempinen B, Klemetti MM, et al. Prevention 
of gestational diabetes through lifestyle intervention: study 
design and methods of a Finnish randomized controlled mul-
ticenter trial (RADIEL). BMC Pregnancy and Childbirth 
2014; 14, Epub ahead of print February 14, 2014. DOI: 
10.1186/1471-2393-14-70.

 16. Matthews DR, Hosker JP, Rudenski AS, et al. Homeostasis 
model assessment: insulin resistance and ?-cell function 
from fasting plasma glucose and insulin concentrations in 
man. Diabetologia 1985; 28: 412–419.

 17. Cleeman JI. Executive summary of the third report of the 
National Cholesterol Education Program (NCEP) expert 
panel on detection, evaluation, and treatment of high blood 

cholesterol in adults (adult treatment panel III). JAMA 2001; 
285: 2486–2497.

 18. Sundholm JKM, Paetau A, Albäck A, et al. Non-invasive 
vascular very-high resolution ultrasound to quantify artery 
intima layer thickness: validation of the four-line pattern. 
Ultrasound in Medicine & Biology 2019; 45: 2010–2018.

 19. Touboul PJ, Hennerici MG, Meairs S, et al. Mannheim 
carotid intima-media thickness and plaque consensus 
(2004–2006–2011). Cerebrovascular Diseases 2012; 34: 
290–296.

 20. Hamburg NM, Mott MM, Bigornia SJ, et al. Maladaptive 
enlargement of the brachial artery in severe obesity is 
reversed with weight loss. Vascular Medicine 2010; 15: 
215–222.

 21. Dangardt F, Chen Y, Berggren K, et al. Increased rate 
of arterial stiffening with obesity in adolescents: a five-
year follow-up study. PloS One; 8: e57454, Epub ahead 
of print February 22, 2013. DOI: 10.1371/JOURNAL.
PONE.0057454.

 22. Kozakova M, Palombo C, Morizzo C, et al. Obesity and 
carotid artery remodeling. Nutrition & Diabetes; 5: e177, 
Epub ahead of print August 24, 2015. DOI: 10.1038/
NUTD.2015.26.

 23. Hopkins ND, Green DJ, Tinken TM, et al. Does conduit 
artery diameter vary according to the anthropometric 
characteristics of children or men? American Journal 
of Physiology Heart and Circulatory Physiology 2009, 
Epub ahead of print December 2009. DOI: 10.1152/
AJPHEART.00228.

 24. Myredal A, Gan LM, Osika W, et al. Increased intima thick-
ness of the radial artery in individuals with prehypertension 
and hypertension. Atherosclerosis 2010; 209: 147–151.

 25. Majesky MW, Dong XR, Hoglund V, et al. The adventitia: 
a dynamic interface containing resident progenitor cells. 
Arteriosclerosis, Thrombosis, and Vascular Biology 2011; 
31: 1530–1539.

 26. Strasser B, Arvandi M, Pasha EP, et al. Abdominal obesity 
is associated with arterial stiffness in middle-aged adults. 
Nutrition, Metabolism and Cardiovascular Diseases 2015; 
25: 495–502.

 27. Lo J, Dolan SE, Kanter JR, et al. Effects of obesity, body 
composition, and adiponectin on carotid intima-media 
thickness in healthy women. The Journal of Clinical 
Endocrinology & Metabolism 2006; 91: 1677–1682.

 28. Hedblad B, Nilsson P, Janzon L, et al. Relation between 
insulin resistance and carotid intima-media thickness and 
stenosis in non-diabetic subjects. Results from a cross-sec-
tional study in Malmö, Sweden. Diabetic Medicine 2000; 
17: 299–307.

 29. Bonora E, Tessari R, Micciolo R, et al. Intimal-Medial 
Thickness of the Carotid Artery in Nondiabetic and NIDDM 
Patients: Relationship with insulin resistance. Diabetes 
Care 1997; 20: 627–631.

 30. JYA Ne, Cai TY, Celermajer DS, et al. Obesity, arterial 
function and arterial structure-a systematic review and 
meta-analysis. Obesity Science & Practice 2017; 3: 171–
184.

 31. Mitchell GF, Hwang SJ, Vasan RS, et al. Arterial stiffness 
and cardiovascular events: the Framingham Heart Study. 
Circulation 2010; 121: 505–511.



12 Diabetes & Vascular Disease Research 00(0)

Appendix

Abbreviations

AT Adventitia thickness
BMI Body mass index
cfPWV Carotid-Femoral pulse wave velocity
crPWV Carotid-Radial pulse wave velocity
DC Distensibility coefficient
GDM Gestational diabetes mellitus

HbA1c Glycated hemoglobin
HDL High-density lipoprotein cholesterol
HOMA-IR  Homeostatic model assessment for insulin 

resistance
hsCRP High-sensitivity C-reactive protein
IMT Intima-media thickness
LD Lumen diameter
LDL Low-density lipoprotein cholesterol
PWV Pulse wave velocity


