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as stiffening and endothelial dysfunction but also structural 
changes with arterial wall thickening [3]. These changes 
in the arterial wall can lead to accelerated vascular aging, 
which may be measured by carotid intima media thickness 
[4, 5]. In a recently published meta-analysis it was shown 
that interventions which reduced progression of cIMT were 
associated with decreased cardiovascular risk [6]. This 
emphasises that identification accelerated progression of 
cIMT could be valuable and prevention of accelerated vas-
cular aging may decrease the risk of CVD.

Assessment of the carotid intima media (IM) complex 
composition by its ultrasound-based echogenicity could be 
an additional parameter to identify individuals at risk for 
accelerated vascular aging. Previous studies evaluating 
the IM-echogenicity have repeatedly found that decreased 
echogenicity of the IM-complex associate with low high-
density lipoprotein (HDL)-cholesterol levels and increased 
body mass index (BMI) [7–12]. Among an elderly popu-
lation inflammation markers have further been associated 
with IM-echogenicity [7] and decreased echogenicity of 

Introduction

Cardiovascular diseases (CVD) such as myocardial infarc-
tion and stroke is the major cause of death globally [1]. The 
risk of suffer from a CVD can be measured by several well-
known risk factors such as hypertension, hyperlipidaemia 
and smoking [2] However, risk stratification by traditional 
risk factors lacks in specificity since the CVD burden is still 
high. In addition to traditional risk factors, measurements 
of unfavourable vascular aging could be useful in identi-
fication of individuals at risk of developing CVD. Unfa-
vourable vascular aging includes functional changes such 
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Abstract
Ultrasonic echolucent carotid intima-media (IM) complex and accelerated progression of carotid intima mediathickness 
(cIMT) have both separately been shown to predict future cardiovascular events. The aim of this studywas to evaluate 
if the echogenicity of the IM-complex is associated with the 3-year progression of cIMT. B-modeultrasound images 
captured at baseline and 3-year follow-up in the ‘Visualization of asymptomatic atherosclerotic disease for optimum 
cardiovascular prevention’ (VIPVIZA) trial were included (n: 3154). The bilateral mean cIMT and IM-echogenicity by 
greyscale median (GSM) were measured in the common carotid artery. Associations between IM-GSM at baseline and the 
3-year cIMT progression were investigated using linear regression models for the whole population and stratified by sex, 
age and VIPVIZA study group (intervention versus control). In addition, adjusted analyses for confounding factors were 
performed. Unadjusted analysis showed that decreased IM-GSM at baseline was associated with increased progression of 
cIMT (p < 0.001). Stratified by age, the association was significant among 40 (p < 0.001) and 60 years old (p < 0.001). 
The association was statistically significant in both sexes and on comparison of VIPVIZA study subgroups. Adjustments 
for confounding factors did not alter the estimated relationship between IM-GSM and cIMT progression. Echolucent 
carotid intima media at baseline associates with increased 3-year cIMT progression among an asymptomatic, middle-aged 
population. Echogenicity of the intima media may identify individuals at risk for accelerated vascular aging.
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the IM-complex has been shown to be associated with an 
increasing number of arterial territories affected by ath-
erosclerosis [13]. In addition, cIMT has been found to be 
inversely related to IM-GSM [11]. There is evidence that 
the IM-echogenicity predicts CVD events independent of 
traditional risk factors [14], whereas in an elderly male pop-
ulation the IM-echogenicity was a predictor for both CVD 
and all cause death [15].

Results from previous studies suggest that the echo-
genicity of the IM-complex may provide information 
beyond the information gained from single cIMT assess-
ment [8, 11]. To the best of our knowledge, the relationship 
of IM-complex echogenicity with cIMT progression has 
not been evaluated. We hypothesised that IM-complex with 
lower echogenicity is associated with an accelerated cIMT 
progression in an asymptomatic, middle age population. 
This study aimed to evaluate if the echogenicity (GSM) of 
the carotid IM-complex is associated with cIMT progres-
sion over a 3-year follow-up period in an asymptomatic, 
middle-aged population.

Materials and methods

Study population

VIPVIZA (Visualization of asymptomatic atherosclerotic 
disease for optimum cardiovascular prevention) is a pro-
spective, population based randomized controlled trial 
(RCT) which has previously been described in detail [16, 
17]. In brief, inhabitants in the county of Västerbotten, Swe-
den, are invited during the year they turn 40, 50 or 60 years 
to attend Västerbotten Intervention Program (VIP). VIP is 
a CVD prevention program integrated in the regular pri-
mary health care including CVD risk factor measurements, 
questionnaires regarding life style habits and individual 
counselling [18]. The VIPVIZA study originates from the 
routine prevention program and VIP participants aged 40 
and 50-years old with one or more traditional risk factor 
for CVD, and 60-years old regardless of risk factor profile, 
were invited to participate in the VIPVIZA study. The inclu-
sion criteria were set to target a population with low to inter-
mediated risk of CVD. VIPVIZA participants underwent an 
ultrasound examination of the carotid arteries with the aim 
of measuring vascular age and subclinical atherosclerosis 
by cIMT and plaque identification. At baseline, the inter-
vention group (n: 1749) and their primary care physicians 
received a pictorial presentation of the degree of subclini-
cal atherosclerosis based on the ultrasound assessment. For 
each individual, the measured cIMT was compared to age 
and sex matched normal values and their relative vascu-
lar age was presented as a colored gauge (green or yellow 

illustrated vascular age lower than expected for your actual 
age, and orange or red for vascular age older than your 
actual age). Traffic lights illustrated plaque formation, 
showing red light for plaque presence and green light for 
plaque absence. The control group (n: 1783) and their phy-
sicians proceeded with the routine VIP prevention but did 
not obtain the pictorial presentation. At the 3-year follow-up 
the same examinations were performed again, including the 
carotid ultrasound scan.

Carotid Ultrasound

The baseline and 3-year follow-up ultrasound examinations 
were performed using a portable ultrasound system Car-
dio Health Station (CHS) with a linear 7 MHz transducer 
(Panasonic Healthcare Corporation of North America, 
Newark, NJ, USA). The ultrasound examinations followed 
a standardised imaging protocol which has previously been 
described [16]. The CHS measures cIMT automatically 
in real-time from a 1-cm segment of distal far wall of the 
common carotid artery (CCA) in longitudinal projections 
(Fig. 1 A). The measurements were performed at predefined 
angles bilaterally.

In the present study, cIMT images measured at 240° (left 
mean cIMT) and 120° (right mean cIMT) both in the base-
line and the 3-year follow-up were used for calculating the 
bilateral mean cIMT. The inter-operator variability regard-
ing cIMT measures has previously been determined for our 
technique, where the intra class correlation coefficient was 
estimated to be as high as 0.95[19]. The CHS stores the 
ultrasound images as screen dump images in the jpg format, 
where the cIMT segment is included.

Fig. 1 Carotid intima media thickness (cIMT) and intima media 
greyscale median (IM-GSM) measurements in the study. (A) Auto-
matic real-time cIMT measurement in the distal 1-cm of the far wall of 
common carotid artery at predefined angle (240°). (B) Measurement 
of IM-GSM by automatic detection within square containing cIMT 
measure. Region of interest (ROI) automatic detected in lumen and 
adventitia for image normalisation. IM-complex automatic cropped by 
the boundaries used for cIMT measurements
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Intima Media Echogenicity

The echogenicity of the IM-complex was quantified using 
the greyscale median (GSM) descriptor. The computation 
of the GSM followed a standard procedure [20] where inter-
subject differences in absolute echogenicity are adjusted for 
by using a normalisation procedure (Fig. 1B). The intima-
lumen and adventitia-media borders are overlaid on the 
B-mode image with green dotted lines in the stored CHS 
images. The IM-complex was automatically segmented as 
the greyscale image region within these borders (excluding 
the green dotted lines) (Fig. 1B).

A 0.25 × 1 cm region of interest (ROI) was automatically 
placed in the lumen, immediately above the upper border 
of the IM-complex, and the mean intensity was computed. 
Next, a 0.25 × 1 cm ROI was automatically placed imme-
diately below the lower border of the IM complex, and the 
maximal intensity of the adventitia was computed. Based 
on these values, the greyscale of the image was linearly res-
caled such that the lumen intensity was set as 0 (darkest) and 
the adventitia as 190 (brightest).

The IM-GSM was finally computed as the median of 
the pixel intensities of the IM-complex of the normalised 
image. The bilaterally mean IM-GSM was calculated. The 
computations were made using an in-house (Department of 

Biomedical engineering, Region Västerbotten, Umeå, Swe-
den) MATLAB software (2018b, MathWorks, Nattick, MA, 
USA).

Statistics

Associations between IM-GSM and 3-year cIMT progres-
sion were investigated using linear regression, with cIMT at 
3-year follow-up as the dependent variable while adjusting 
for baseline IM-GSM. The IM-GSM values were modelled 
using restricted cubic splines to allow for a possible non-
linear effect. The splines were connected using three knots 
placed at the 10th, 50th and 90th percentiles of the IM-GSM 
distribution in the study population. Mean values calculated 
from both the left and the right side were used in all analyses. 
The cIMT-variable (both baseline and 3-year follow-up) was 
transformed using the natural logarithm to reduce skewness 
of residuals and to improve the fit of the statistical model. 
Predicted cIMT at 3-years on the logarithmic scale was cal-
culated for different values of IM-GSM, while adjusting the 
model at the median baseline cIMT across all individuals 
on the logarithmic scale (= log (0.64 mm)). The predicted 
progression of cIMT was calculated by re-transforming the 
predicted 3-year cIMT from logscale into original unit (i.e., 
mm) using the exponential function, and thereafter subtract-
ing the median baseline cIMT (= 0.64 mm). The results were 

Table 1 Baseline characteristics (n: 3154)
Total 40-years 50-years 60-years Female Male

40 years 233 (7.4%) - - - 121 (7.2%) 112 (7.6%)
50 years 856 (27.1%) - - - 450 (26.7% 406 (27.7%)
60 years 2065 (65.5%) - - - 1117 (66.2%) 948 (64.7%)
Female 1688 (53.5%) 121 (51.9%) 450 (52.6%) 1117 (54.1%) - -
Systolic blood pressure (mmHg) 129.2 (± 16.0) 121.5 (± 13.7) 129.1 (16.2) 130.1 (15.9) 126.9 (± 16.2) 131.8 (15.4)
Diastolic blood pressure (mmHg) 82.5 (± 10.3) 78.8 (± 10.6) 83.9 (± 11.1) 82.3 (± 9.7) 80.7 (± 9.9) 84.6 (10.3)
Total cholesterol (mmol/l) 5.60 (± 1.08) 5.02 (± 1.03) 5.64 (± 1.04) 5.67 (± 1.08) 5.69 (± 1.04) 5.50 (1.12)
Triglycerides (mmol/l) 1.47 (± 0.95) 1.34 (± 1.47) 1.59 (± 1.08) 1.43 (± 0.79) 1.31 (± 0.71) 1.65 (1.13)
High density lipoprotein cholesterol (mmol/l) 1.39 (± 0.42) 1.29 (± 0.37) 1.31 (± 0.39) 1.43 (± 0.43) 1.53 (± 0.43) 1.22 (0.34)
Low density lipoprotein cholesterol (mmol/l) 3.55 (± 0.97) 3.11(± 0.82) 3.61 (± 0.94) 3.58 (± 0.99) 3.56 (± 0.95) 3.54 (1.00)
Current smoker 372 (11.8%) 25 (10.7%) 113 (13.2%) 234 

(± 11.4%)
203 (12.1%) 169 (11.5%)

Family history of cardiovascular disease 1011 (32.0%) 233 (100%) 304 (35.6%) 474 (23.0%) 559 (33.3%) 413 (28.2%)
Diabetes 206 (6.6%) 6 (2.6%) 50 (5.8%) 150 (7.3%) 89 (5.4%) 117 (8.0%)
Body mass index 27.6 (± 4.7) 27.2 (± 5.1) 28.7 (± 5.0) 27.2 (± 4.6) 27.32 (± 5.2) 27.93 (4.2)
SCOREa 1.3 (1.2) 0.2 (± 0.2) 0.6 (± 0.5) 1.7 (± 1.3) 0.69 (± 0.49) 1.94 (1.37)
Framingham risk scoreb 12.8 (9.3) 3.9 (± 2.6) 9.9 (± 6.7) 14.9 (± 9.7) 8.25 (± 5.37) 17.94 (10.1)
Mean cIMTc (mm) 0.663 

(± 0.145)
0.615 
(± 0.098)

0.692 
(± 0.130)

0.773 
(± 0.161)

0.709 
(± 0.137)

0.775 
(0.172)

Mean IM-GSMd 21.3 (± 10.2) 26.1 (± 10.7) 21.9 (± 9.7) 20.6 (± 9.0) 21.6 (± 9.8) 21.2 (± 9.0)
mean (± SD) or n (%)
aSystematic coronary risk evaluation, absolute 10-year risk in %
bAbsolute 10-year risk in %
cCarotid intima media thickness
dIntima-media greyscale median
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each other’s results. The inter-class correlation (ICC) metric 
was used to assess the inter-operator variability.

This study was approved by the Umeå Regional Ethi-
cal Review Board (Dnr 2011-445-31 M, 2012-463-32 M, 
2013_373 − 32 M), and all participants provided written 
informed consent.

Results

3154 (89.3%) of the 3532 participants recruited to the base-
line VIPVIZA completed the 3-year follow-up ultrasound 
examination, which constitutes the present study’s popu-
lation. Of the 378 participants that had dropped out at the 
3-year follow-up 207 had been lost to follow-up, 114 had 
withdrawn consent, 37 had moved out of the region and 20 
had died.

The baseline characteristics of the 3154 VIPVIZA par-
ticipants are presented in Table 1. The majority of the study 
participants were 60-years at baseline (65.5%) and half of 
the study population was female (53.5%). At baseline mean 
cIMT was 0.663 (± 0.145) mm, and mean IM-GSM was 
21.3 (± 10.2) in the total population. Mean cIMT was 0.615 
among 40-years old and increased to 0.773 among 60-years 
old. Further, mean IM-GSM was 26.1 (± 10.7) among 40 
years-old and 20.6 (± 9.0) among 60-years old.

The inter-observer variability of the IM-GSM measure-
ments was found to be 0.75 (ICC).

Unadjusted model, total VIPVIZA population

There was a significant association between baseline IM-
GSM and the progression of cIMT in the 3-year follow-up 
period where the progression was highest among individu-
als with lower baseline GSM values (p < 0.001) (Fig. 2).

presented in graphs displaying the cIMT-progression’s asso-
ciation to IM-GSM, accompanied by 95% confidence inter-
val (CI) band. The model adjustment made at the median 
baseline cIMT implies that graphs illustrate cIMT-progress 
for a “typical” individual, other values of baseline cIMT 
would move the curve vertically but not alter the curve’s 
shape or slope.

Heterogeneity in the associations was investigated using 
subgroup analyses, using sex, age groups and VIPVIZA 
study group, respectively to stratify the regression analysis. 
Additionally, models with interactions between IM-GSM 
and sex, age groups and VIPVIZA study group, was fitted 
respectively, to formally test for heterogeneity in the asso-
ciations found.

To explore possible causes of the association between IM-
GSM and cIMT-progression, we fitted additional regression 
models which adjusted for possible joint causes of IM-GSM 
and cIMT-progression. The intention was to investigate 
whether the relationship could be altered by adjusting for 
the confounding factors which are possibly involved in gen-
erating the association. All models were adjusted for sex, 
age group and intervention group. Additionally, the models 
were adjusted for the following baseline variables: Hyper-
tension diagnosis at baseline defined as 1, normal (systolic 
blood pressure < 140 mmHg, diastolic blood pressure < 90); 
2, controlled hypertension; 3, uncontrolled hypertension; 4, 
hypertension without treatment. Lipid lowering medication 
at baseline 1, yes; 2, no. Low density lipoprotein (LDL) cho-
lesterol / high density lipoprotein (HDL) cholesterol quota 
(mmol/l). Body mass index (BMI) and blood sugar fasting 
(mmol/l), respectively. An unadjusted regression model (not 
adjusted for sex, age group, intervention group or confound-
ing factors) and a fully adjusted regression model adjusted 
for all mentioned confounding factors was also performed. 
The results of the adjusted linear model was also stratified 
with respect to age and sex.

Sensitivity analysis was carried out by re-running all 
regression analyses using multiple imputation of missing 
data, where the results were pooled across 10 imputed data 
sets. Imputations were made after log-transformation of 
cIMT variables, using the aRegImpute function from the 
R-package HMisc.

Regression analyses was performed in R version 4.1.1 
using the rms package (R Core Team (2021). R: A language 
and environment for statistical computing. R Foundation for 
Statistical Computing, Vienna, Austria). Significance level 
was set at 0.05 for all tests.

The inter-operator variability of IM-GSM was assessed 
using IM-GSM estimates from two repeated ultrasound 
scans (back-to-back) by two separate sonographers from 
27 study participants [21]. The operators were blinded from 

Fig. 2 Estimated association between baseline intima media greyscale 
median (IM-GSM) and 3-year carotid intima media thickness (cIMT) 
progression from unadjusted regression models for total study popula-
tion (n: 3154). Solid line shows expected value of cIMT progress, and 
the grey band represents its 95% confidence interval. Dotted line at a 
3-year cIMT progression of zero
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progression was present amongst 40 (p < 0.001) and 60 years 
sold (p < 0.001), however no associations could be found 
among 50 years old (p = 0.596) (Fig. 3). The interaction 

Subgroup analyses and adjusted model

The association between baseline IM-GSM and cIMT 

Fig. 3 Estimated association 
between baseline intima media 
greyscale median (IM-GSM) 
and 3-year carotid intima media 
thickness (cIMT) progression 
based on age subgroups. Solid 
line shows expected value of 
cIMT progress, and the grey band 
represents its 955% confidence 
interval. Dotted line at a 3-year 
cIMT progression of zero
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Adjustments for possible confounder factors did not alter 
the estimated relationship between IM-GSM and cIMT pro-
gression significantly in the total population (Table 2).

The age- and sex-stratified analyses showed similar pat-
terns as when performed on the full dataset; adjusting for the 
covariates did not affect the relationship between IM-GSM 
and cIMT to a substantial degree (Supplementary Table 1).

The analysis employing multiple imputation gave similar 
results (results not shown). In total 378 participants did not 
participate in the 3-year follow-up ultrasound examination. 
Additional, 3 participants in the 3-year follow-up did not 
have cIMT measured in the right carotid artery due to poor 

between baseline GSM and age group was statistically sig-
nificant (p = 0.001).

The association between baseline IM-GSM and cIMT 
progression was statistically significant for both the male 
and female subgroups (Fig. 4).

Analyses stratified by study group (intervention versus 
control) showed similar association between IM-GSM and 
cIMT progression in the two groups (results not shown). 
Furthermore, we statistically tested a possible interaction 
between IM-GSM and study group, to examine if study 
group interfered with the relationship between IM-GSM 
and cIMT progression. The interaction was found to be not 
statistically significant (p = 0.75).

Table 2 Regression coefficient () with 95% confidence interval (CI) for the effect of intima media greyscale median (IM-GSM) on carotid intima 
media thickness (cIMT) progression for an unadjusted regression model and for models adjusted for corresponding confounding factors, and for a 
fully adjusted model. p-value for test of IM-GSM and cIMT progression relationship. Note that the use of non-linear terms using splines implies 
that the slope is not constant for all values of IM-GSM. Here we display the for the median of IM-GSM.
βββ
Confounding factor β mm (95% CI) p
Unadjusted model -0.014 [-0.019, -0.009] < 0.001
Hypertension diagnosis -0.012 [-0.018, -0.007] < 0.001
LDL/HDL* quota -0.012 [-0.017, -0.006] < 0.001
Lipid lowering medication -0.012 [-0.017, -0.006] < 0.001
Body mass index -0.013 [-0.019, -0.008] < 0.001
Fasting blood sugar -0.012 [-0.017, -0.006] < 0.001
Fully adjusted model -0.013 [-0.018, -0.007] < 0.001
*Quota low density lipoprotein (LDL) cholesterol / high density lipoprotein (HDL) cholesterol

Fig. 4 Estimated relationship between baseline intima media 
greyscale median (IM-GSM) and 3-year carotid intima 
media thickness (cIMT) progression based on male and 
female subgroups. Solid line shows expected value of cIMT 
progress, and the grey band represents its 95% confidence 
interval. Dotted line shows 3-year cIMT progression of zero
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that IM-echogenicity could act as a potential marker of 
unfavourable metabolic function [10]. This has previously 
been observed in young subjects which showed that IM-
GSM was mainly related to BMI, whereas cIMT was more 
tightly associated with the cardiovascular risk factors of age 
and blood pressure [8]. Although prior studies have found 
associations between IM-GSM and risk factors, our results 
emphasise that the relationship and interaction between risk 
factors, IM-GSM and cIMT progression is multifaceted.

In the Prospective Investigation of the Vasculature in 
Uppsala Seniors (PIVUS) study, comprised of an elderly 
population who were examined with ultrasound to measure 
IM-echogenicity and cIMT, the authors demonstrated that 
dyslipidaemia, oxidative stress and inflammation variables 
were related to IM-echogenicity [7]. Furthermore, low shear 
stress was associated with a thick and an IM-complex with 
decreased echogenicity [25]. In our study, no variables 
reflecting inflammation or stress were available for analysis, 
thus we were unable to evaluate its influence on the associa-
tions found in this study.

The echogenicity of the IM-complex has the potential to 
act as a marker for accelerated progression of cIMT which 
indicates accelerated vascular aging. It may serve as a tool 
for early detection and screening for individuals needing 
preventive treatment beyond single measurement of cIMT.

Limitations

First, IM-GSM was evaluated in terms of cIMT progres-
sion and not hard endpoints. The usefulness of IM-GSM 
in this population to predict CVD events remains to be 
explored. Further, the causal mechanism of the association 
between IM-GSM and cIMT needs to be further explored. 
The adjusted analysis in this study did not include vari-
ables reflecting inflammation which possible could alter 
the association. Further analysis of additional factors, such 
as biomarkers contribution will be of great interest in this 
population.

Conclusion

Decreased echogenicity of carotid intima media complex at 
baseline was associated with 3-year progression of cIMT in 
an asymptomatic, middle-age population with low to inter-
mediate risk for CVD. Echogenicity of the carotid intima 
media may be one way to identify accelerated vascular 
aging defined as accelerated progression of cIMT and act as 
a valuable tool in future CVD prevention.

Supplementary Information The online version contains 
supplementary material available at https://doi.org/10.1007/s10554-
022-02760-3.

image quality. Missing values of cIMT at 3 years follow-up: 
left n: 378 and right side n: 381.

Discussion

This study shows that echolucent carotid IM-complex at 
baseline associated with accelerated progression of cIMT 
during a 3-year follow-up period in an asymptomatic, mid-
dle-aged population with low to moderate risk of CVD. Fur-
ther this association remained when adjusting for possible 
confounding factors. To the best of our knowledge, this is 
the first study showing an association of carotid IM echo-
genicity with cIMT progression.

The echogenicity of the IM-complex has been suggested 
to add additional information beyond the information that 
can be gained from cIMT measurements [11–14]. This 
hypothesis is supported by the results of this study. Echo-
genicity of the carotid IM-complex could be a valuable 
tool for identification of individuals with accelerated vas-
cular aging defined by progressive cIMT. Since increased 
progression of cIMT has been shown to be associated with 
increased CVD risk [6], identification of progression-prone 
arterial walls could offer new information. With increasing 
age the echogenicity of the intima media layer has been 
demonstrated to decrease [22] and the arterial wall thick-
ness increase [23].

In our study the association of IM-GSM to progression 
of cIMT differed between age groups. The association was 
statistically significant among 40 and 60 years old, but not 
among the 50 years old. The 40 years old only accounted 
for 7.4% of the total study population, which limits the gen-
eralisability of the results in this age group. The 60-years 
age group constitutes 65% of the study population and was 
included due to age only. For participants 40 or 50-years 
old, the inclusion depended on both age and possession of 
traditional risk factors. The difference in inclusion criteria 
for the different age groups in the VIPVIZA study could 
possibly contribute to the differences between age-groups.

Importantly, the association of IM-GSM and cIMT pro-
gression found in our study was similar in both sexes. It 
is well known that among a middle-aged population males 
have thicker cIMT than females and have a higher preva-
lence of carotid plaques [24]. Since sex differences at the 
arterial wall level is present, it’s important to identify strate-
gies that contributes to both sexes.

The association was still present after adjusting for 
traditional risk factors, which indicates that the causal 
mechanism behind the association is complex and includes 
additional factors, not investigated in the present study. In 
a male population, IM-echogenicity was related to obesity 
and insulin resistance independent of cIMT, suggesting 

1 3

581

http://dx.doi.org/10.1007/s10554-022-02760-3
http://dx.doi.org/10.1007/s10554-022-02760-3


The International Journal of Cardiovascular Imaging (2023) 39:575–583

marker in asymptomatic patients with type 2 diabetes. Diabet 
Metab Synd Ob 13:2505–2514

5. Stein JH, Frazier MC, Aeschlimann SE, Nelson-Worel J, McBride 
PE, Douglas PS (2004) Vascular age: integrating carotid intima-
media thickness measurements with global coronary risk assess-
ment. Clin Cardiol 27:388–392

6. Willeit P, Tschiderer L, Allara E et al (2020) Carotid intima-
media thickness progression as surrogate marker for Cardiovas-
cular Risk: Meta-Analysis of 119 clinical trials involving 100 667 
patients. Circulation 142:621–642

7. Andersson J, Sundstrom J, Gustavsson T et al (2009) Echogenec-
ity of the carotid intima-media complex is related to cardiovascu-
lar risk factors, dyslipidemia, oxidative stress and inflammation: 
the prospective investigation of the vasculature in Uppsala seniors 
(PIVUS) study. Atherosclerosis 204:612–618

8. Eikendal ALM, Groenewegen KA, Bots ML, Peters SAE, Uiter-
waal CSPM, den Ruijter HM (2016) Relation Between Ado-
lescent Cardiovascular Risk Factors and Carotid Intima-Media 
Echogenicity in Healthy Young Adults: The Atherosclerosis Risk 
in Young Adults (ARYA) Study. Journal of the American Heart 
Association 5:p.n/a

9. Jung M, Parrinello CM, Xue X et al (2015) Echolucency of the 
carotid artery intima-media complex and intima-media thickness 
have different cardiovascular risk factor relationships: the Wom-
en’s Interagency HIV Study. J Am Heart Assoc 4:p.n/a

10. Lind L, Wohlin M, Andren B, Sundstrom J (2013) The echo-
genicity of the intima-media complex in the common carotid 
artery is related to insulin resistance measured by the hyperin-
sulinemic clamp in elderly men. Clin Physiol Funct Imaging 
33:137–142

11. Peters SA, Lind L, Palmer MK, et al. (2012) Increased age, high 
body mass index and low HDL-C levels are related to an echo-
lucent carotid intima-media: the METEOR study. J Intern Med 
272:257–266

12. Sarmento PLDA, Plavnik FL, Scaciota A, Lima JO, Miranda RB, 
Ajzen SA (2014) Relationship between cardiovascular risk fac-
tors and the echogenicity and pattern of the carotid intima-media 
complex in men. Sao Paulo Med J 132:97–104

13. Jashari F, Ibrahimi P, Johansson E, Gronlund C, Wester P, Henein 
MY (2018) Carotid IM-GSM is better than IMT for identify-
ing patients with multiple arterial disease. Scand Cardiovasc J 
52:93–99

14. Mitchell CC, Korcarz CE, Gepner AD et al (2019) Carotid artery 
echolucency, texture features, and Incident Cardiovascular Dis-
ease events: the MESA Study. J Am Heart Assoc 8:e010875

15. Wohlin M, Sundstrom J, Andren B, Larsson A, Lind L (2009) 
An echolucent carotid artery intima-media complex is a new and 
independent predictor of mortality in an elderly male cohort. Ath-
erosclerosis 205:486–491

16. Naslund U, Ng N, Lundgren A et al (2019) Visualization of 
asymptomatic atherosclerotic disease for optimum cardiovascu-
lar prevention (VIPVIZA): a pragmatic, open-label, randomised 
controlled trial. Lancet 393:133–142

17. Bengtsson A, Norberg M, Ng N et al (2021) The beneficial effect 
over 3 years by pictorial information to patients and their phy-
sician about subclinical atherosclerosis and cardiovascular risk: 
results from the VIPVIZA randomized clinical trial. Am J Prev 
Cardiol 7:2666–6677

18. Norberg M, Wall S, Boman K, Weinehall L (2010) The Vaster-
botten Intervention Programme: background, design and implica-
tions. Global health action 3:4643 – 4615

19. Vanoli D, Lindqvist P, Wiklund U, Henein M, Naslund U (2013) 
Fully automated on-screen carotid intima-media thickness mea-
surement: a screening tool for subclinical atherosclerosis. J Clin 
ultrasound: JCU 41:333–339

Acknowledgements The authors thank the participants in VIPVIZA 
and staff at all health care centers in the Västerbotten County for their 
important contribution in the study. The biomedical scientist at the 
Department of Clinical Physiology, Heart Centre who performed the 
ultrasound examinations and research nurses Carola Sundholm and 
Maria Backlund are highly acknowledged for their valuable work in 
the study.

Funding Open access funding provided by Umea University.

Declarations

Statements and declarations Founding.
This work was supported by Region Västerbotten (Central ALF, Dnr 
ALFVLL-298001 and ALFVLL643391), the Swedish Research Coun-
cil (Dnr 521-2013-2708, 2016 − 01891), the Heart and Lung Founda-
tion (Dnr 20150369, 20170481), SKANDIA Risk & Health, and an 
unconditional donation from Carl Bennet Ltd, Sweden. VIPVIZA was 
also funded by the Swedish Society of Medicine, the Heart Foundation 
in Northern Sweden, STROKE – the national association, The Swed-
ish Insurance Society, Visare Norr (the four Northern Regions), and 
the Swedish and the Västerbotten Heart and Lung Associations. The 
funders of the study had no role in the study design, data collection, 
data interpretation, or writing of the report.

Competing interests The authors have no relevant financial or non-
financial interests to disclose.
Author Contributions.
All authors contributed to the study conception and design. Material 
preparation, data collection and analysis were performed by Emma 
Nyman, Per Liv and Christer Grönlund. The first draft of the manu-
script was written by Emma Nyman and all authors commented on 
previous versions and approved the final manuscript.

Open Access This article is licensed under a Creative Commons 
Attribution 4.0 International License, which permits use, sharing, 
adaptation, distribution and reproduction in any medium or format, 
as long as you give appropriate credit to the original author(s) and the 
source, provide a link to the Creative Commons licence, and indicate 
if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless 
indicated otherwise in a credit line to the material. If material is not 
included in the article’s Creative Commons licence and your intended 
use is not permitted by statutory regulation or exceeds the permitted 
use, you will need to obtain permission directly from the copyright 
holder. To view a copy of this licence, visit http://creativecommons.
org/licenses/by/4.0/.

References

1. Barquera S, Pedroza-Tobias A, Medina C et al (2015) Global 
overview of the Epidemiology of Atherosclerotic Cardiovascular 
Disease. Arch Med Res 46:328–338

2. Yusuf S, Joseph P, Rangarajan S et al (2020) Modifiable risk fac-
tors, cardiovascular disease, and mortality in 155 722 individuals 
from 21 high-income, middle-income, and low-income countries 
(PURE): a prospective cohort study. Lancet 395:795–808

3. Laurent S (2012) Defining vascular aging and cardiovascular risk. 
J Hypertens 30:S3–S8

4. Palma CCSSV, Lopes PM, Silva ELC, Bevilaqua MDD, Bom-
fim AD, Gomes MB (2020) Vascular age as a Cardiovascular risk 

1 3

582

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/


The International Journal of Cardiovascular Imaging (2023) 39:575–583

24. Nambi V, Chambless L, Folsom AR et al (2010) Carotid intima-
media thickness and presence or absence of plaque improves pre-
diction of coronary heart disease risk: the ARIC (Atherosclerosis 
Risk in Communities) study. J Am Coll Cardiol 55:1600–1607

25. Lind L, Andersson J, Larsson A, Sandhagen B (2009) Shear stress 
in the common carotid artery is related to both intima-media 
thickness and echogenecity. The prospective investigation of the 
vasculature in Uppsala seniors study. Clin Hemorheol Microcirc 
43:299–308

Publisher’s Note Springer Nature remains neutral with regard to juris-
dictional claims in published maps and institutional affiliations. 

20. gNicolaides AN, Kakkos SK, Kyriacou E et al (2010) Asymp-
tomatic internal carotid artery stenosis and cerebrovascular risk 
stratification. J Vasc Surg 52:1486–1496 e1481-1485

21. Nyman E, Vanoli D, Naslund U, Gronlund C (2020) Inter-sonog-
rapher reproducibility of carotid ultrasound plaque detection 
using Mannheim consensus in subclinical atherosclerosis. Clin 
Physiol Funct Imaging 40:46–51

22. Loizou CP, Pantziaris M, Pattichis MS, Kyriacou E, Pattichis CS 
(2009) Ultrasound image texture analysis of the intima and media 
layers of the common carotid artery and its correlation with age 
and gender. Comput Med Imaging Graph 33:317–324

23. van den Munckhof ICL, Jones H, Hopman MTE et al (2018) 
Relation between age and carotid artery intima-medial thickness: 
a systematic review. Clin Cardiol 41:698–704

1 3

583


	Carotid wall echogenicity at baseline associates with accelerated vascular aging in a middle-aged population
	Abstract
	Introduction
	Materials and methods
	Study population
	Carotid Ultrasound
	Intima Media Echogenicity
	Statistics

	Results
	Unadjusted model, total VIPVIZA population
	Subgroup analyses and adjusted model

	Discussion
	Limitations

	Conclusion
	References


