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Abstract

We sought to apply a simple cardiovascular health tool not requiring laboratory tests (the Fuster-BEWAT score, FBS) to
predict subclinical atherosclerosis. This study included 2657 young adults (<40 years of age). In the prognostic group
(n=2894, followed for 13 years until aged 40-50 years at follow-up), the primary outcome was presence of carotid
plague measured by carotid ultrasound at follow-up. Of these 894 participants, 86 (9.6%) had unilateral, and 23 partici-
pants (2.6%) had bilateral, carotid plaques at follow-up. The baseline FBS was predictive of carotid plaque at follow-up
[odds ratio OR=0.86 (95% Cl 0.77-0.96) per 1-SD increase in FBS], similar to prediction from Pooled Cohort Equation
[PCE, OR=10.72 (0.61-0.85) per 1-SD decrease in PCE]. Risk scores at baseline predicted outcomes more strongly than
those at follow-up, and did so independently of any changes over 13 years of follow-up. Similar discrimination for
predicting carotid plaque after 13 years was found for both baseline FBS [C-statistic =0.68 (95% Cl 0.62-0.74)] and

PCE [C-statistic=0.69 (95% Cl 0.63-0.75)]. Application of this FBS prognostic information to a contemporary cohort

of 1763 young adults anticipates the future development of plaque in 305 (17.3%), especially in the 1494 participants
(85%) with <2 metrics of ideal health. In conclusions, FBS measured in young adulthood predicted atherosclerosis

13 years later in middle age, independent of score changes over the follow-up period, emphasizing the importance of
early damage to vascular health. FBS may be a simple and feasible risk score for engaging low-risk young people with
reduction of future cardiovascular risk.
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mortality rates has emerged in recent years. For women
and men aged > 55 years, the annual coronary heart dis-
ease (CHD) mortality has continued a downward trend
in age-adjusted mortality rates that have fallen to about
one-third of their peak in the 1960s [1]. In contrast,
women between the ages of 35-54 years showed a 1.5%
increment in estimated annual mortality from 2000 to
2002 (compared to a 5.4% decrement from 1980 until
1989), and men in the same age group showed a 0.5%
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decrement from 2000 to 2002 (compared with a 6.2%
decrement from 1980 to 1989) [2]. This observation has
been repeated in different datasets and jurisdictions [3,
4], and has become part of the renewed focus on reduc-
ing the annual CHD burden of 775,000 hospitalizations
and 75,000 deaths in the 35-64 years old age group in the
USA [5].

A reduction of atherosclerotic burden in this age group
would require an intervention in the preceding decades
of life. Standard prediction tools for 10-years cardiovas-
cular risk, such as the Pooled Cohort Equation (PCE,
including age, sex, total cholesterol, high-density lipo-
protein cholesterol, systolic blood pressure, smoking,
and diabetes) [6], have been widely validated in different
populations [7-9], but their focus is on the prediction
of clinical events and risk factor management [10, 11]
in adults aged 40-79 years and their utility in predict-
ing subclinical atherosclerosis among young people is
unclear. The Ideal Cardiovascular Health Score (ICHS)
has been shown to be strongly and inversely associated
with cardiovascular mortality and morbidity [7, 8], and
is targeted at reducing cardiovascular risk in the general
population [12]. However, in addition to its use of four
modifiable life-style factors (smoking, body weight, phys-
ical activity and diet) and blood pressure, it also includes
measurement of two traditional cardiovascular risk fac-
tors (total cholesterol, blood glucose) that require labora-
tory tests. The need for laboratory tests to derive the PCE
and ICHS scores represents a barrier, because many peo-
ple in their third decade do not engage with preventive
and primary care services [13] or might not be offered
such tests routinely. The Fuster-BEWAT Score (FBS) [14]
is more attractive for use in young and low-risk individu-
als—first, because it focuses more on modifiable and
behavioural factors (blood pressure, exercise, weight, ali-
mentation and tobacco) and requires no laboratory tests,
and second, because it integrates with lifestyle-based pre-
vention of ASCVD.

In this study, we included data from 2657 adults from
two population-based studies, 894 of whom were fol-
lowed for 13 years. This study sought to estimate the risk
profile among a contemporary cohort of young adults, to
inform the risk of future ASCVD, based on the FBS.

Methods

Study design

This study included 2657 young Australian adults from
two population-based studies who reported to be free
of ASCVD. The first (prognostic) group were part of a
nationally-representative sample derived from the Child-
hood Determinants of Adult Health (CDAH) study [15],
which prospectively followed 894 participants aged
26-36 years in 2004—2006 to 2018—19 when they were
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aged 40-50 years. Participants who reported a history
of angina, heart attack or stroke at baseline (n=8) were
excluded. Details of sampling procedures have been pre-
viously reported [15, 16]. The primary outcome was the
presence of any carotid plaque, measured by carotid
ultrasound at follow-up in 2018-2019. Secondary out-
comes included the number of carotid arteries affected
(none, unilateral or bilateral), maximum plaque thickness
and maximum plaque area. All participants provided
informed written consent. Ethics approval has been pro-
vided by University of Tasmania Human Research Ethics
Committee. All data have been de-identified before anal-
ysis to protect participant privacy.

The second (application) group was derived from the
REECE Study, a cross-sectional, population-based survey
of employees and customers of a multi-national trade and
building supplies company based in Australia. Partici-
pants completed an online CV risk assessment tool (the
Ticker Test) and received guideline-recommended health
prevention advice. Of the 4420 participants who com-
pleted the Ticker Test from January to April 2021, data
was drawn from 1763 participants aged 18 to 40 years.

Ultrasound measurements

Carotid measurements in all participants were made
using semi-automated edge detection software (M’ath,
Image Arena, Tomtec Imaging Systems GmbH), follow-
ing standard guidelines [17]. Left and right common
carotid artery, carotid bulb area and internal carotid
artery were all examined to identify any carotid plaque.
Maximum plaque diameter and area from all the exam-
ined segments of the carotid artery were recorded. All
images from 2D vascular ultrasonography were analysed
offline by a single observer who was blinded to the par-
ticipant’s clinical data and characteristics. Plaques were
defined as any focal structure encroaching into the arte-
rial lumen by at least 0.5 mm or 50% of the surrounding
intima-media thickness value (type I plaque), or dem-
onstrating a thickness>1.5 mm as measured from the
intima-lumen interface to the media-adventitia interface
(type II plaque) [17].

Clinical assessment

This was gathered in all participants at the time of imag-
ing, and also at follow-up in the prognostic group. Clini-
cal data was obtained using questionnaires. Angina, heart
attack and stroke were self-reported. Physical activity
in the previous week was self-reported using the Inter-
national Physical Activity Questionnaire [18]. Minutes/
week spent on work-related, domestic and leisure-time
physical activity at moderate and vigorous intensity was
recorded together with time spent in active transport
(classified as moderate intensity). Participants’ diets were
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recorded using a 127-item food frequency questionnaire
[19]. Data on education and smoking were obtained
through self-report at baseline and follow-up by using a
questionnaire [15]. Education was classified into four cat-
egories: university or higher university degree, diploma
certificate or equivalent, year 12 or equivalent and less
than year 12.

Height and weight were measured at both time-points
without headwear and heavy clothing. Body mass index
was calculated as weight(kg)/[height(m)]?. Blood pres-
sure was measured while sitting after at least a 5-min
rest using an Omron HEM907 Blood Pressure Monitor
(Omron Corporation, Kyoto, Japan) at baseline and fol-
low-up. Biochemical parameters were measured in fast-
ing blood samples by standard laboratory procedures
[15].

Cardiovascular health metrics

The FBS has five components, blood pressure (B), exer-
cise (E), weight (W), alimentation (A) and tobacco (T),
each of which was classified into four categories (from
0 to 3) as previously published [14]. All the components
used to calculate the FBS are shown in Additional file 1:
Table S1. Each component was then dichotomised as
ideal (having maximal point of 3) or non-ideal (0-2
points). Therefore, the FBS ranged between 0 and 15
points, with more points implicating better health. In the
process of calculating the FBS score for our participants,
we have slightly modified the smoking component (“T”)
to fit with our available data. Instead of classifying par-
ticipants as “0” (>1 pack of tobacco/day), “1” (<1 pack
of tobacco/day) and “3” (Non-smoker) as in the original
publication, we classified our participants as “0” (Cur-
rent smoker), “1” (Ex-smoker), and “3” (Never smoker).
In the REECE study, questions regarding exercise, weight,
alimentation and tobacco were consistent with FBS cat-
egories. However, systolic and diastolic BP was not col-
lected; rather participants were asked if there was a prior
diagnosis of hypertension and if it was controlled with
anti-hypertensive therapy. Therefore, REECE participants
who reported hypertension or taking anti-hypertensive
medications were appointed “0” point for blood pressure,
others were assumed to have an average blood pressure
for their age group. The PCE score was calculated using
a previously published equation that included seven
components (age, sex, total cholesterol, high-density
lipoprotein cholesterol, systolic blood pressure, smok-
ing, and diabetes) [6]. These scores reflected 10-years
risks of ASCVD and were presented as percentages of
risk. Because higher PCE score implicates higher risks of
ASCVD as opposed to that of FBS where higher scores
implicate lower risks, a reverse of PCE score was used in
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analysis to facilitate easy comparison between the risk
scores.

Statistical analysis

Paired t-test was used to compare the components of risk
scores between baseline and follow-up. Pearson correla-
tion was used to estimate the correlation among the risk
scores measured at both baseline and follow-up. Logis-
tic regression was used to estimate the associations of
the risk scores (FBS and PCE) and their individual com-
ponents with the primary outcome (presence of carotid
plaque at follow-up). Non-linear relationships between
the primary outcome and predictors were tested and
none was found. For the ease of comparing effect sizes,
estimated risk scores were standardised to age and sex
and the reported odds ratios were estimated per standard
deviation in scores. The association of FBS with presence
of carotid plaque in the prognostic group was applied to
the application group to predict future carotid plaque in
this sample. Changes in risk scores and their individual
components were calculated as the differences between
their values at baseline and those at follow-up. Partici-
pants were also classified as no carotid plaque, unilateral
plaque (one side of carotid arteries) or bilateral plaques
(both sides of carotid arteries). Maximal plaque thick-
ness was classified into five categories: 0 (participants
without any carotid plaque), 0.1-1.5 mm, 1.51-2.0 mm,
2.1-2.5 mm, and>2.5 mm. Maximal plaque area was
classified into five categories: 0 (participants without any
carotid plaque), 0.1-5 mm?, 5.1-10 mm?, 10.1-20 mm?,
and>20 mm? Ordinal logistic regression was used to
estimate the associations of the risk scores and their
individual components with these secondary outcomes.
Odds ratios derived from an ordinal logistic regression is
interpreted the same as in a binary model, which is the
change in odds per unit increase in risk scores. Com-
parisons between the areas under the receiver operating
characteristic curves were performed using the Hanley
and McNeil method [20]. Calibration of each risk score
in predicting the study primary outcome was performed
by plotting observed and predicted risks per decile of
estimated scores. STATA 17 (StataCorp, College Station,
TX) was used for data analysis. A p<0.05 was used to
define statistical significance in this study.

Results

Participant characteristics at both baseline and follow-up
are shown in Table 1. One in four participants from the
application study (REECE) was obese, which was a much
greater proportion (p<0.001) than that in the original
prognostic study (CDAH) at a similar age range 15 years
earlier in 2004—2006. Although the application study par-
ticipants were less likely to smoke, they consumed less
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Table 1 Participant characteristics at baseline and follow-up
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CDAH (n=894)

REECE (n=1763)

Baseline (2004-2006)

Follow-up (2018-19) Baseline (2021)

Sociodemographic

Age range (year) 26-36
Male 48.0%
Body size

BMI (kg/m?) 253445
Obesity status

Normal weight 54.0%
Over weight 34.3%
Obese 11.7%
Self-reported leisure physical activity

Moderate (min/week) 010, 25]
Vigorous (min/week) 010, 100]
Smoking

Current smoker 23%
Ex-smoker 21%
Non-smoker 56%
Diet

Fruit and vegetable serves/day 36+19
Blood tests

TC (mmol/L) 49409
HDL-C (mmol/L) 14403
LDL-C (mmol/L) 30+08
Triglycerides (mmol/L) 1.1£06
Fasting glucose (mmol/L) 50+£05
Medications

Any cholesterol lowering medication 0.4%
Any blood pressure lowering medication 0.5%
FBS

Total score 114+£24
Number of ideal metrics in FBS

0 0.7%

1 7.0%

2 22.3%

3 34.4%

4 26.5%

5 9.1%

40-50 18-40
48.0% 85.9%
272+53 277+£53
37.7% 31.2%
39.9% 44.0%
22.4% 24.8%
010, 31] 4510, 105]
010,120] 15 [0, 45]
9% 15%
21% 20%
70% 65%
37+19 24415
52409 n/a
15+04 n/a
31+£08 n/a
12+08 n/a
48+038 n/a

1.6% 0.2%

5% 1.1%
109427 85+23
0.8% 7.0%
5.8% 45.0%
20.5% 32.8%
34.8% 13.1%
27.7% 2.2%
10.4% 0%

Data are shown either as either mean + standard deviation or median [quartiles] for continuous variables and as % (n) for categorical variables

BMI body mass index, SBP systolic blood pressure, DBP diastolic blood pressure, PWC physical work capacity, TC total cholesterol, HDL-C high density lipoprotein

cholesterol, LDL-C low density lipoprotein cholesterol, FBS Fuster-BEWAT Score

fruit and vegetables and were more likely to be hyperten-
sive than their counterparts in the prognostic study. This
was translated into higher risk profiles in the application
study participants, with a significantly lower average FBS
score compared with that in the CDAH participants (8.5
vs 11.4, p<0.001).

Our subsequent step investigated whether FBS meas-
ured at baseline during young adulthood could predict

future ASCVD in the CDAH participants who were
followed-up for 13 years, and how many of the REECE
participants are predicted to have ASCVD in the future
based on their risk profiles estimated by FBS.

Study outcomes
At follow-up, unilateral carotid plaque was present in
88 CDAH participants (10.4%) and bilateral carotid
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plaque in 23 participants (2.6%). Maximal plaque
thickness was 2.0(0.6) mm, and maximal carotid
plaque area was 15.4(11.5) mm?2 A detailed descrip-
tion of these carotid plaques is shown in Additional
file 1: Table S2.

Fuster-BEWAT score (FBS)

Of all the FBS components at baseline in CDAH, the
most common in the ideal category was blood pressure,
followed by exercise. At follow-up, non-smoking had the
highest prevalence in the ideal category, also followed
by exercise. There were significant differences between
baseline and follow-up regarding blood pressure, body
weight, alimentation and smoking (all p<0.05), but not
exercise (p=0.17). Specifically, participants were more
likely to be hypertensive and overweight or obese, con-
sume more fruit and vegetables and were less likely
to smoke at follow-up than at baseline. FBS measured
at baseline and follow-up were moderately correlated
(r=0.46, p<0.001).

Figure 1 shows the associations of FBS at baseline and
follow-up with the primary and secondary study out-
comes. Both higher total score of FBS and number of
ideal metrics were associated with lower odds of having
a carotid plaque in 13 years. The effect sizes of FBS meas-
ured at baseline were greater than those of FBS measured
at follow-up. In mutual adjustment, only FBS measured
at baseline remained as a significant predictor of carotid
plaque at follow-up, implicating the importance of risk
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measured early in life over that of current risk or changes
in risk during the follow-up.

All these analyses in Fig. 1 were repeated for the indi-
vidual components of FBS and findings are shown in
Additional file 1: Tables S3 and S4. Similar to the findings
from Fig. 1, most of these individual components at base-
line had greater effect sizes in predicting primary and
secondary outcomes than those at follow-up, and were
associated with study outcomes independent of changes
over 13 years. The exceptions were diet and smoking,
where measures at follow-up were more strongly associ-
ated with outcomes than those at baseline, and physical
activity where neither baseline nor follow-up measures
were associated with outcomes.

FBS and other health metrics

The FBS showed a negative correlation with PCE
(r=—0.36). Figure 2 shows modest differences in the
effect sizes of the FBS and PCE at baseline in predict-
ing carotid plaque at follow-up. Table 2 and Fig. 3 shows
similar discrimination and incremental values of the
scores in predicting the presence of a future carotid
plaque to that of the base model which included age and
sex. Excluding participants who took cholesterol lower-
ing medications at both baseline and follow-up showed
the same associations of both FBS and PCE with carotid
plaque. Additional file 1: Fig. S2 reports the calibration of
the risk scores at baseline in predicting carotid plaque at
follow-up. In general, the scores produced a slight over-
estimation of risks (with FBS least so), with very strong
correlations between predicted and observed risks

Carotid plaque measured at follow-up (aged 40-50y)

Primary Outcome

Presence of carotid plaque

= &  FBS atbaseline ——
al (S i
Z @ 2 FBS atfollow-up ——
& R 1
= 1
< 1
|
= s .E Ideal metrics at baseline ——
=2 : '
é £ &  Ideal metrics at follow-up .y
= |
£ 5z |
Ell [ 05 075 1 125 15
OR (95 % CI)
i
- . i
g z FBS at baseline !
s S FBS at follow-up ——
= i
B i
2 ; : |
k=S 12 Ideal metrics at baseline —e !
= o]
£ E Ideal metrics at follow-up -
= ]
= !

05 075 |
OR (95 % CI)

125 1.5

Number of carotid plaques
(None. one side or two sides)

—e

—e—i

05 075 |

05 075 1 125 15 05 075 1

Secondary Outcomes

Plaque thickness (mm)
(0; £1.5; 1.5-2; 2-2.5; >2.5)

Plaque area (mm?)
(0. 5. 5-10. 10-20. >20)

i T T

' '

—— | —e Gt

'

i '

i —— ——i

' ]

i |

1 1

1

i '

| '

—e—i ! —e—i ! o '

125 1.5 05 075 1 125 15 05 075 |
OR (95 % CI) OR (95 % CI)

125 155

OR (95 % CI)

T
—e—i!

|
|
|

4
'

T
1
1 1
|

o —a—t re—i
1
1 1
1
1 1
| 1

o

0 |
1
' '

05 075 1
OR (95 % CT)

125 1.5 125 1.5

OR (95 % CI) OR (95 % CI)

Fig. 1 Associations of Fuster-BEWAT score at baseline and follow-up with carotid plaque at follow-up
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Carotid plaque measured at follow-up (aged 40-50y)

Primary Outcome

Presence of carotid plaque

v s -
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Risk score measured at
baseline (aged 26-36 y)
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Number of carotid plaques
(None. one side or two sides)
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Fig. 2 Univariable associations of three risk scores at baseline with carotid plaque at follow-up, using data from the CDAH study. Abbreviations:
FBS (Fuster-BEWAT), PCE (Pooled Cohort Equations). tThe effect size reflects one standard deviation increase in FBS and one standard deviation

decrease in PCE

Table 2 Predicting presence of carotid plaque 13 years later in mid-adulthood

Model 0: base model
AUC=0.62 (0.55, 0.67)

OR (95% CI)

Model 1: FBS AUC=0.68 (0.62, 0.74)

OR (95% CI)

Model 2: PCE AUC=0.69 (0.63, 0.75)

OR (95% Cl)

Age 1.08(1.00, 1.17)
Male sex 2.01(1.33,3.02)
FBS when aged 26-36 years'
PCE when aged 26-36 years'

Reference

1.09(1.00, 1.18)
1.82(1.08, 3.06)
0.86 (0.77,0.96)

Model 1 versus model 0: p=0.028

1.07 (0.99, 1.16)
1.64 (1.06, 2.52)

0.72 (061,0.85)
Model 2 versus model 0: p=0.011

FBS Fuster-BEWAT Score, PCE Pooled Cohort Equations, AUC area under the curve, OR odds ratio
The effect size reflects one standard deviation increase in FBS and one standard deviation decrease in PCE
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Fig. 3 Areas under the curve of the three risk scores in predicting
future carotid plaque, using data from the CDAH study. Abbreviations:
FBS (Fuster-BEWAT), PCE (Pooled Cohort Equations)

(R-squared =0.87 for FBS and 0.79 for PCE). Additional
file 1: Table S5 shows no improvement in reclassification
of risks when adding PCE to FBS in predicting carotid
plaque (net reclassification index — 0.0062, p = 0.88).

Implications of FBS in the current group

Table 3 summarises the distribution of participants
according to FBS score in each group, the observed fre-
quency of carotid plaque in the prognostic group, and the
predicted frequency in the application group. The devel-
opment of subclinical atherosclerosis can be anticipated
in 18% of participants with <2 ideal metrics, compared
with < 10% of those with 4-5 ideal metrics.

Discussion

This study investigated the utility of the FBS among
young, low-risk adults in predicting the presence and
extent of carotid plaques in middle age and has several
important findings. First, FBS applied in young adult-
hood was predictive of the presence and extent of carotid
plaques 13 years later in mid-adulthood, highlighting the
importance of early-life risk factors to the presence and
extent of atherosclerosis. Second, risk factors in young
adulthood predict the presence of future carotid plaques,
independent of current risk factors or changes in these
risk factors during follow-up. Third, FBS appeared to
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Table 3 Prediction of future carotid plaque in the REECE study using FBS

Number of ideal metrics in FBS

0-1 2 3 4-5
Observed carotid plaque in prog-  18.3% (11/60) 18.4% (34/185) 11.6% (34/292) 9.5% (30/316)

nostic group (CDAH)

Predicted carotid plaque in appli- ~ 168/916

cation group

106/578

27/231 4/38

have similar discrimination in predicting future carotid
plaques in young and low-risk adults as that of PCE that
require laboratory tests. Finally, subclinical atheroscle-
rosis can be anticipated in 18% of participants with <2
ideal metrics, compared with<10% of those with 4-5
ideal metrics.

Predictors of carotid plaque

Among the individual components of the risk scores, con-
sistent predictors of the presence and extent of carotid
plaques included blood pressure, body mass index, blood
cholesterol, blood glucose, diet and smoking. Age and
male sex were also predictive of the presence of a carotid
plaque. While these factors are well-known predictors of
ASCVD, body mass index is not included in some risk
scores, such as the PCE. This reflects previous findings
that although body mass index was associated with car-
diovascular and all-cause mortality [21, 22], it did not add
an incremental value to blood pressure, diabetes and cho-
lesterol in the prediction of cardiovascular disease [23].
Baseline measures of blood pressure, body mass index,
blood cholesterol and blood glucose were more strongly
associated with outcomes than those at follow-up, likely
reflecting long-lasting damage of these risk factors to
cardiovascular health. In contrast, measures of diet and
smoking at follow-up were more predictive of outcomes
than those at baseline, likely reflecting the more modifi-
able nature of these risk factors. Of all the risk factors,
diet and smoking had the greatest improvements over the
13 years of follow-up. Physical activity was not associated
with carotid plaques in our study, but was reported to be
associated with all-cause and cardiovascular mortality in
previous studies [24]. This discrepancy between our and
previous findings can be explained by differences in the
outcomes of interest and the populations being studied.
While our study focused on predicting the early phase
of ASCVD in young adults, previous studies investigated
advanced ASCVD and mortality in middle-aged to older
adults.

It is an important finding that risk scores measured
in young adulthood predicted the presence of carotid
plaques 13 years later, but that changes in these scores
and their individual components added little to the

prediction of atherosclerosis. These findings could be
partly explained by the modest changes in these risk
factors over the 13-years follow-up period, which also
appears to be common in other countries such as the
United States [25]. However, the effect sizes for the asso-
ciations of FBS and most of its individual components at
baseline were consistently greater than those at follow-
up, which suggests that damage to the vascular system
may have been determined by lifestyle behaviours and
risk factors early in life. These speculations are further
supported by our findings that levels of blood cholesterol
in young adulthood were among the strongest predictors
of atherosclerosis and that they could predict the pres-
ence and extent of carotid plaques later in life independ-
ent of any of their changes over the follow-up period.
Regardless of a small increase in cholesterol lowering
medication use from baseline to follow-up that impli-
cated disease progression, FBS at baseline was indepen-
dently associated with carotid plaque at follow-up. Our
findings are consistent with those from the Coronary
Artery Risk Development in Young Adults cohort study,
that risk scores measured in generally healthy adults aged
18-30 years could predict 25-years risks of fatal and non-
fatal events due to ASCVD [26]. Also in relation to this
context, previous findings from our group and others
have provided consistent evidence on the independent
long-term effects of obesity, metabolic syndrome, blood
pressure, blood cholesterol and exposure to parental
smoking in childhood on vascular health in adulthood.
[15,27-30].

Comparison among different screening tools

Both screening tools included in this study (FBS and
PCE) performed relatively well and had similar dis-
criminatory power when used to predict future carotid
plaques among young and low-risk adults. Although
these tools share several components (blood pressure
and smoking), the PCE also requires laboratory tests to
measure blood cholesterol and blood glucose. For this
reason, the FBS may be considered a more feasible option
to foster primary prevention in youth or low-risk individ-
uals where laboratory tests are not feasible or available.
While routine screening for cardiovascular risk factors
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by laboratory tests is still recommended where possible,
the FBS is particularly useful for screening for risks of
ASCVD in non-clinical environments, for self-screening
and in remote areas or low-income countries where labo-
ratory testing is less accessible. Our findings are further
supported by previous findings from large prospective
cohorts such as the National Health and Nutrition Exam-
ination Survey and the International Childhood Cardio-
vascular Cohorts Consortium that non-laboratory-based
risk factors may predict clinical and preclinical cardio-
vascular disease as accurately as laboratory risk factors
[29, 31]. All the components of the FBS could be easily
obtained within five minutes. Although physical activity
and diet are usually measured by sophisticated and vali-
dated questionnaires for research purpose, the FBS only
requires simple measurements that could be obtained
using a single questionnaire. The other components of
the FBS (blood pressure, body weight and smoking) are
usually measured routinely at most clinics, which makes
the FBS highly feasible for clinical use.

Strengths and limitations

This study was a 13-years follow-up of a large popula-
tion-based sample of young adults with measurement
of an extensive range of study factors. Loss to follow-up
has occurred, with non-participants at follow-up having
greater body mass index and lower education at baseline.
Nonetheless, this investigation represents a large sample
from a well-characterised study population for which the
distributional range of study factors, confounders and
effect modifiers was not restricted by sampling or dimin-
ished by attrition. Threats to external validity are less of
an issue in these circumstances [32]. Another strength of
this study was the use of contemporary imaging technol-
ogy and a single reader for all ultrasound images in our
study. Using carotid plaque as the primary endpoint ena-
bled investigation of subclinical cardiovascular disease in
a relatively young and low-risk population in whom early
preventive intervention might lead to greater benefits.

A limitation of this study was the lack of plaque
measurement at baseline, which has limited our ability
to quantify the development or progress of atheroscle-
rosis throughout the follow-up period. However, our
participants were young and likely had a low prevalence
of carotid plaques at baseline. This speculation was sup-
ported by very low baseline values of carotid intima-
media thickness as reported previously [15]. We did not
assess plaque morphology in our study and therefore
could not comment on the associations of FBS or any
of its components with plaque characteristics. Many
lifestyle factors such as physical activity and diet are
difficult to quantify. Although our measurements of
these factors were consistent with those used in the risk

Page 8 of 10

scores that we investigated in this study, they were not
the current best measurements available for physical
activity and diet. This limitation might have underesti-
mated the associations of these factors with the study
outcomes. While blood pressure was measured consist-
ently at both baseline and follow-up in the derivation
cohort, it was estimated based on participant medical
history of hypertension and anti-hypertensive medica-
tion use. This might have underestimated the associa-
tion of FBS with carotid plaque reported in this study
for the validation cohort. In addition, although we
investigated subclinical atherosclerosis (which precedes
clinical atherosclerosis), further research is required to
determine whether low-risk individuals will have long-
term benefits from intensive intervention at an early
stage to prevent subclinical atherosclerosis.

Conclusions

FBS measured in young adulthood predicted subclini-
cal atherosclerosis 13 years later independently of any
changes over the follow-up period, suggesting vascu-
lar damage occurred early in life. The discrimination
of FBS in predicting the presence and extent of future
carotid plaques in middle age was similar to other risk
scores that require laboratory tests. These findings
highlight the benefits of using FBS as a simpler and
more feasible risk score for predicting future risks of
ASCVD in young individuals.
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