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Background: Metabolic syndrome (MetS) at baseline increases the risks of
cardiovascular diseases (CVD) and all-cause mortality. However, MetS status is
changeable during follow-up. The associations of dynamic changes of MetS with CVD
and all-cause mortality remain unclear.

Methods: Thirty-one thousand four hundred eighty-one eligible subjects were included
from the Kailuan cohort. Dynamic changes of MetS were divided into four patterns as
MetS-free, MetS-developed, MetS-recovery and MetS-stable. The outcomes were CVD,
all-cause mortality, and the subtypes of CVD as myocardial infarction (MI), stroke and
heart failure. Multiple Cox regression models were used to calculate the adjusted hazard
ratios (HRs) and confidence intervals (95% Cls).

Results: Altered risks of CVD, the subtypes of CVD, and all-cause mortality
were observed among different dynamic patterns of MetS. Compared with the
MetS-free group, MetS-developed group increased the risks of CVD (HR = 1.78,
95% Cl =1.51-2.11), Ml (HR = 1.54, 95% CI = 1.01-2.34), stroke (HR = 1.78,
95% Cl = 1.45-2.18), and heart failure (HR = 1.63, 95% ClI = 1.11-2.39).
MetS-recovery group decreased these risks with the HRs of 0.59 (95% CIl = 0.48-0.72)
for CVD, 0.62 (95% Cl = 0.41-0.96) for Ml, 0.59 (95% Cl = 0.46-0.75) for stroke,
and 0.56 (95% Cl = 0.34-0.91) for heart failure compared with the MetS-stable
group. However, the increased risk in the MetS-developed group and the decreased
risk in the MetS-recovery group were not significant for all-cause mortality. When
stratified by the onset age of MetS status change, early development of MetS
(<50 vyears) had higher risks of CVD (HR = 2.20, 95% CI = 1.58-3.05), MI
HR = 2.35, 95% Cl = 1.00-5.50), stroke (HR = 2.05, 95% Cl = 1.38-3.05),
heart failure (HR = 2.63, 95% CI = 1.15-6.04), and all-cause mortality (HR = 1.61,
95% Cl = 1.13-2.30) than late development (=50 years). Early recovery of
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MetS had lower risks with the HRs of 0.38 (95% CI = 0.24-0.59) for CVD, 0.43 (95%
Cl =0.18-1.06) for MI, 0.37 (95% CI = 0.21-0.64) for stroke, 0.30 (95% Cl = 0.09-1.04)
for heart failure, and 0.68 (95% Cl = 0.43-1.06) for all-cause mortality than late recovery.

Conclusion: Dynamic changes of MetS altered the risks of CVD and all-cause mortality,
especially in individuals with an early onset age. These findings highlight the importance
of dynamic changes of MetS and onset age on the prevention and control for CVD.

Keywords: metabolic syndrome, cardiovascular disease, mortality, dynamic changes, onset age

INTRODUCTION

Metabolic syndrome (MetS) is the cluster of metabolic
abnormalities as visceral obesity, dyslipidemia, hypertension
and hyperglycemia (1). Previous studies have found that MetS
increased risks for common chronic diseases such as type 2
diabetes, cardiovascular diseases (CVD), some types of cancers,
and all-cause mortality (2-4). MetS and MetS-associated health
problems are becoming major social public health issues
worldwide (5).

Previous studies mainly examined the associations of MetS
status at baseline with the occurrences of adverse long-term
outcomes (3, 4, 6, 7). However, during follow-up period, MetS
is reversible and changeable depending on the changing lifestyles
(8, 9). For example, individuals who are free of MetS at baseline
will develop MetS, while those with MetS at baseline will recover
from MetS. The baseline MetS status cannot represent overall
exposure during follow-up. Therefore, previous cohort studies
based on the exposure at baseline cannot correctly evaluate
the biological effect of time-varying exposure. The associations
between dynamic changes of MetS and risks of adverse long-
term outcomes remain to be further elucidated. Park et al.
(10) identified four dynamic patterns of MetS, and found that
individuals who developed MetS during follow-up had higher
risks of major adverse cardiovascular events than those who were
consistently free of MetS, while individuals who recovered from
MetS decreased these risks compared with the counterparts of
stable MetS. However, this study had relatively short follow-
up period of 3.5 years and no convincing evidence was found
on heart failure and all-cause mortality. Therefore, results with
long follow-up period are warranted to comprehensively evaluate
the associations of dynamic patterns of MetS with CVD and
all-cause mortality.

On the other hand, the changes of MetS status would occur
across all age groups. There is no evidence that whether the
risks of CVD and all-cause mortality differed with the onset
age of MetS change. Theoretically, earlier being MetS means
earlier exposure to the organs of cardiovascular system, and
that might lead to adverse long-term outcomes. Previous studies
also found that early onsets of type 2 diabetes and hypertension

Abbreviations: BMI, body mass index; CI, confidence interval; CVD,
cardiovascular diseases; DBP, diastolic blood pressure; FBG, fasting blood
glucose; HDL-C, high-density lipoprotein cholesterol; HR, hazard ratio; LDL-C,
low-density lipoprotein cholesterol; MetS, metabolic syndrome; MI, myocardial
infarction; SBP, systolic blood pressure; SD, standard deviation; TC, total
cholesterol; TG, triglyceride; WC, waist circumference.

were associated with the increased risks of CVD and all-cause
mortality (11, 12). In addition, with the rising trend of unhealthy
lifestyles in young people, MetS is more frequently diagnosed in
adolescents and young adults (13-15). Therefore, identifying the
age-specific associations of dynamic patterns of MetS with CVD
and all-cause mortality is essential for the efficient management
of MetS and precise prevention for CVD.

Using the Kailuan cohort with relatively large sample size
and long follow-up period, this study aimed to examine (1) the
associations of dynamic changes of MetS with CVD and all-cause
mortality, and (2) whether the strengths of these associations
differed with the onset age.

MATERIALS AND METHODS
Study Design and Population

The Kailuan cohort is a large prospective study in the
Kailuan community of Tangshan City, Hebei province, China.
The study design and procedure of this cohort have been
described previously in detail (16, 17). Briefly, a total of
101,510 participants aged 18-98 years were recruited from
June 2006 to October 2007 at baseline. All participants
underwent a comprehensive health examination including
epidemiological survey, anthropometric measurement, and
biochemical determination. Repeat investigation was carried
out biennially. In the current study, we used data of the first
three health examinations to define the dynamic patterns of
MetS (exposure assessment window). Then, follow-up for long-
term outcomes was initiated after the third health examination
(follow-up window). Detailed information of this study design
was presented in Supplementary Figure 1.

Figure 1 describes the procedure of the subject selection. This
study included subjects with identifiable MetS status for three
times in 2006, 2008, and 2010. Among the 46,064 eligible subjects,
14,583 subjects were excluded based on the following exclusion
criteria: (1) subjects who had myocardial infarction (MI), stroke,
heart failure or cancer before the third health examination; (2)
subjects with unstable changes in MetS status; (3) subjects who
altered their MetS status at the third health examination. Finally,
31,481 subjects including 19,373 of MetS-free, 3,277 of MetS-
developed, 2,652 of MetS-recovery, and 6,179 of MetS-stable,
were included for the final analysis. The protocol of this study
was approved by the Zhejiang University, School of Medicine and
Kailuan General Hospital. All participants provided the written
informed consent.
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101,510 subjects who participated the first
investigations in 2006 in the Kailuan cohort

1. 43,583 subjects who did not participate the health
examinations in 2008 and 2010

2. 11,863 subjects with missing data of metabolic components
and failing to identify MetS status for three times

excluded

A

46,064 subjects with identifiable MetS status
for three times in 2006, 2008 and 2010

1. 3,037 subjects having myocardial infarction, stroke, heart
excluded failure or cancer before the third health examination (2010)
— 2. 5,232 subjects with unstable changes in MetS status
3. 6,314 subjects who altered their MetS status at the third
health examination (2010)

31,481 subjects in the final analysis

2006 2008 2010
et E Bt |
MetS-develogfzdf;(;L;p; (——{+ ] {Z} :
R B EY |
Mers-sablegrowp —{ + J— + | {Z} =

FIGURE 1 | Flowchart of the study population selection. The triangle indicated the initial time of follow-up for long-term outcomes. MetS, metabolic syndrome; “+,”
MetS-present status; “-,” MetS-free status.
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Data Collection and Assessment
Epidemiological data including socio-demographic information,
lifestyles, personal medical history, and family history were
collected by the face to face investigation using a standard
structured questionnaire. In this study, educational level was
categorized as primary school or below, middle, and high school
or above. Marital status was categorized as the married and
unmarried. Smoking status was divided into two categories as
never smokers and ever smokers. Drinking status was categorized
as never drinkers and ever drinkers. Ever smokers/drinkers were
defined as the subjects who had a history of smoking/drinking
or who smoked/drank currently. Physical activity level was
evaluated based on the frequency of moderate and vigorous
physical activities, and inactive physical activity was defined as
<1 time per week. Total salt intake was classified as <10 g/day
and >10 g/day (high salt intake).

Anthropometric data including height, weight, waist
circumference (WC), and blood pressure were measured
by trained investigators following standard procedures as
previously described (16, 17). Height and weight were measured
with the subjects wearing no shoes and light clothing. Body mass
index (BMI) was calculated as weight (kg) divided by the square
of height (m?). WC was measured at the midpoint of the lowest
rib and iliac crest. Blood pressure was measured with a mercury
sphygmomanometer in a seated position. Systolic blood pressure
(SBP) and diastolic blood pressure (DBP) were calculated as
the average of three measurements at 30-s intervals. Blood
samples were collected from each subject after an overnight fast.
Biochemical indicators, including fasting blood glucose (FBG),
triglyceride (TG), total cholesterol (TC), low-density lipoprotein
cholesterol (LDL-C), and high-density lipoprotein cholesterol
(HDL-C), were measured using an auto-analyzer (Hitachi 747,
Tokyo, Japan). FBG was analyzed with the hexokinase/glucose-6-
phosphate dehydrogenase method. TG, TC, LDL-C, and HDL-C
were measured using the enzymatic colorimetric method.

Definition of MetS and Dynamic Patterns

of MetS

MetS was defined by the widely used harmonizing criteria (18),
and subjects presenting three or more metabolic abnormalities
were diagnosed as MetS. Metabolic abnormalities included: (1)
elevated WC (>85cm for men, >80 cm for women in China);
(2) elevated TG (>1.7 mmol/L) or using lipid-lowering drugs;
(3) reduced HDL-C (<1.03 mmol/L for men, <1.29 mmol/L
for women) or using lipid-lowering drugs; (4) elevated blood
pressure (SBP >130 mmHg and/or DBP >85 mmHg) or using
antihypertensive drugs; (5) elevated FBG (>5.6 mmol/L) or
using antidiabetic drugs. According to the MetS status in the
first three health examinations, four dynamic patterns of MetS
were included in the current analysis as described in Figure 1.
MetS-free was defined as the subjects who were consistently
free of MetS in 2006, 2008, and 2010. MetS-stable was those
who presented MetS throughout three health examinations.
MetS-developed was defined as the subjects who were free of
MetS in 2006, but developed MetS in the following two health
examinations, and MetS-recovery was those who presented

MetS in 2006, but became free of MetS in the following two
health examinations. In addition, two dynamic patterns of
MetS were excluded in the current analysis as described in
Supplementary Figure 2. Unstable change of MetS was defined
as the subjects who presented no consistent change of MetS
status, and change at the third examination was those who
altered their MetS status at the third examination. Age of the
MetS development and recovery was defined as the age at which
MetS status first changed (i.e., the age of subjects in the second
health examinations). Using the cut-value of 50 years, we defined
early development and recovery of MetS as the subjects whose
age of MetS development and recovery <50 years. In contrast,
late development and recovery were defined as those whose age
>50 years.

Outcomes Ascertainment and Follow-Up
The primary outcomes in this study were CVD and all-cause
mortality. CVD was defined as the composite of MI, stroke,
and heart failure. The outcome data of MI, stroke and HF
were obtained from hospital charge register and local Municipal
Social Insurance Institution. We used the ICD-10th edition codes
to identify the incident cases. An expert panel collected and
reviewed the diagnostic records of MI, stroke and HF from 11
local hospitals to ensure the accuracy of the outcome data. The
detailed diagnostic criteria were as follows: MI was diagnosed
based on the electrocardiogram, chest pain symptoms, and
dynamic changes of cardiac enzyme (19). Stroke was determined
by the World Health Organization criteria (20) combining
with brain computed tomography or MRI for confirmation,
and was further divided into two subtypes as ischemic stroke
and hemorrhagic stroke. Heart failure was diagnosed by the
clinical symptoms, echocardiography, electrocardiogram, and
chest X-ray, following the criteria of the European Society of
Cardiology (21). All-cause mortality data were collected by death
certificates from provincial vital statistics offices. In the current
study, follow-up was initiated after the third health examination
(2010) and ended on the time of the first occurrence of the
outcome, death or censoring date, whichever came first. The
censoring dates were December 31, 2017 for CVD, MI and stroke,
December 31, 2016 for heart failure, and December 31, 2019 for
all-cause mortality.

Statistical Analysis

Continuous variables with normal distribution were presented
as mean (standard deviation), while continuous variables with
skewed distribution were presented as median (interquartile
range). Categorical variables were presented as number
(percentage). Comparisons of the characteristics among the
four dynamic patterns of MetS were performed using one-way
ANOVA for continuous variables, and chi-square test or Fisher
exact test for categorical variables.

To analyze the associations of dynamic patterns of MetS
with CVD and all-cause mortality, multiple Cox regression
models were used to calculate the adjusted hazard ratios (HRs)
and confidence intervals (95% Cls) for MetS-developed, MetS-
recovery, and MetS-stable groups using MetS-free group as
reference. The covariates included age, sex, marital status,
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education level, smoking status, drinking status, physical activity
level, salt intake, use of anti-hypertensive drug, anti-diabetic
drug, lipid-lowering drug, and family history of myocardial
infarction, stroke. To evaluate the effect of MetS development,
we performed the comparison between MetS-free and MetS-
developed groups using MetS-free group as reference. Similarly,
to evaluate the effect of MetS recovery, we performed the
comparison between MetS-recovery and MetS stable groups
using MetS-stable group as reference.

To investigate the associations of MetS development and
recovery age with CVD and all-cause mortality, we performed
stratified analyses by the age of MetS development and recovery
(<50 years and >50 years), then explored the interaction between
the age groups and the dynamic patterns of MetS.

To examine the robustness of our results, we conducted the
sensitivity analyses after excluding incident events during the first
2 years of follow-up to minimize reverse causality.

All the analyses were carried out using R software (Version
4.0.2). All the P-values were two-sided, and P < 0.05 was
considered as statistically significant.

RESULTS

Baseline Characteristics of the Subjects
Among the 31,481 eligible subjects at baseline, the mean age
was 52.4 years and 22.7% were female. The average follow-
up period were 7.1 years for CVD and 9.1 years for all-
cause mortality. Baseline characteristics of the subjects by the
dynamic patterns of MetS are summarized in Table 1. MetS-
stable group consisted of the oldest subjects, then followed by
MetS-recovery and MetS-developed groups. MetS-stable group
also had the highest percentages of hypertension (76.8%),
diabetes (36.8%), hyperlipidemia (13.7%), and family histories
of MI (2.62%), stroke (5.32%), the highest means of BMI (27.5
+ 3.1 kg/m?), SBP (1435 + 18.4 mmHg), DBP (90.4 + 10.7
mmHg), WC (95.2 + 8.9cm), FPG (6.94 £+ 2.63 mmol/L),
TG (2.85 + 2.53 mmol/L), and the lowest mean of HDL-
C (1.38 4+ 0.42 mmol/L). In addition, both MetS-stable and
MetS-developed groups had higher percentages of ever smokers
(40.3 and 43.4%), ever drinkers (37.3 and 40.8%), and high
salt intake (12.4 and 12.4%), while these unhealthy lifestyles
were less common in MetS-free and MetS-recovery groups. The
characteristics of the subjects in 2006 and 2008 are summarized
in Supplementary Tables 1, 2. Based on the information of the
three tables (Table1 and Supplementary Tables 1, 2), several
changes of the characteristics were found from 2006 to 2010.
For lifestyles, the percentage of ever drinkers decreased, while
the percentage of inactive physical activity increased among
the four dynamic patterns from 2006 to 2010. There was no
significant change in the distributions of ever smokers and
high salt intake during the 4 years. For metabolic components,
the means of SBP, DBP, WC, FBG, TG increased and HDL-
C decreased in the MetS-developed group from 2006 to 2010.
In contrast, decreased means of SBP, DBP, WC, FBG, and
TG were observed in the MetS-recovery group during the
4 years.

Associations of the Dynamic Patterns of
MetS With CVD and All-Cause Mortality

Figure 2 showed the Kaplan-Meier cumulative incidence curves
of CVD and all-cause mortality by the dynamic patterns of MetS.
Different cumulative incidence curves were found for CVD and
all-cause mortality among different dynamic patterns of MetS
(Log-rank P < 0.001). For CVD, MetS-stable group had the
highest cumulative incidence throughout the follow-up period,
then followed by MetS-developed and MetS-recovery groups,
while MetS-free group had the lowest cumulative incidence. For
all-cause mortality, MetS-stable and MetS-recovery groups had
the highest cumulative incidence in the first 4.5 years of follow-
up, but MetS-stable group had higher cumulative incidence in
the later follow-up. In contrast, MetS-developed and MetS-free
groups had the lowest cumulative incidence in the first 4 years
of follow-up, but MetS-developed group had higher cumulative
incidence in the later follow-up. Figure 3 describes the incidence
rates and risks of CVD and all-cause mortality by the dynamic
MetS patterns. MetS-stable group had the highest incidence rates
of 13.15/1,000 person years for CVD and 10.33/1,000 person
years for all-cause mortality, while MetS-free group had the
lowest incidence rates for these two outcomes. For CVD, MetS-
developed group had higher incidence rate than MetS-recovery
group, but this trend was inverse for all-cause mortality. After
controlling for the confounding factors, MetS-stable group had
the highest risks of CVD (HR = 2.31, 95% CI = 2.03-2.63) and
all-cause mortality (HR = 1.40, 95% CI = 1.25-1.57) compared
with the MetS-free group. For the subtypes of CVD, similar
results were found with CVD (Figure 4). MetS-stable group had
the highest incidence rates and risks of MI, stroke and heart
failure, then followed by MetS-developed and MetS-recovery
groups, while MetS-free group had the lowest incidence rates
and risks. In addition, for the subtypes of stroke, ischemic stroke
seemed to have a stronger association with the dynamic patterns
of MetS than hemorrhagic stroke.

Associations of the MetS Development and
Recovery With CVD and All-Cause
Mortality

The overall effects of MetS development and recovery on CVD
and all-cause mortality are summarized in Table 2. Compared
with the MetS-free group, MetS-developed group increased the
risk of CVD with the HR of 1.78 (95% CI = 1.51-2.11), and
MetS-recovery group decreased the risk of CVD with the HR
of 0.59 (95% CI = 0.48-0.72) compared with the MetS-stable
group. However, the increased risk in the MetS-developed group
and the decreased risk in the MetS-recovery group were not
significant for all-cause mortality. For the subtypes of CVD,
MetS-developed group increased the risks of MI (HR = 1.54, 95%
CI = 1.01-2.34), stroke (HR = 1.78, 95% CI = 1.45-2.18), and
heart failure (HR = 1.63, 95% CI = 1.11-2.39) compared with the
MetS-free group (Table 3). In contrast, when compared with the
MetS-stable group, MetS-recovery group decreased these risks
with the HRs of 0.62 (95% CI = 0.41-0.96) for MI, 0.59 (95%
CI = 0.46-0.75) for stroke, and 0.56 (95% CI = 0.34-0.91)
for heart failure (Table 4). When stratified by the subtypes of
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TABLE 1 | Baseline characteristics of subjects by the dynamic patterns of MetS in 2010.

MetS-free MetS-developed MetS-recovery MetS-stable P-value
Number 19,373 3,277 2,652 6,179
Mean age (SD), year 50.8 (12.2) 53.7 (11.2) 54.0 (11.4) 56.0 (10.5) <0.001
Female, n (%) 4,733 (24.4) 627 (19.1) 483 (18.2) 1,291 (20.9) <0.001
Mean BMI (SD), kg/m? 23.7 (3.0) 26.7 (3.1) 25.3(3.2) 27.5(3.1) <0.001
High school or above, n (%) 5,376 (27.8) 680 (20.8) 530 (20.0) 1,164 (18.8) <0.001
Married, n (%) 19,071 (98.4) 3,248 (99.1) 2,619 (98.8) 6,119 (99.0) <0.001
Ever smokers, n (%) 7,253 (37.4) 1,421 (43.4) 944 (35.6) 2,491 (40.3) <0.001
Ever drinkers, n (%) 6,404 (33.1) 1,338 (40.8) 839 (31.6) 2,303 (37.3) <0.001
Inactive physical activity, n (%) 6,169 (31.8) 1,073 (32.7) 718 (27.1) 1,860 (30.1) <0.001
High salt intake, n (%) 1,872 (9.7) 405 (12.4) 236 (8.9) 766 (12.4) <0.001
Family history of M1, n (%) 368 (1.90) 74 (2.26) 45 (1.70) 162 (2.62) 0.002
Family history of stroke, n (%) 834 (4.30) 156 (4.76) 102 (3.85) 329 (5.32) 0.002
Mean SBP (SD), mmHg 123.5 (17.1) 138.9 (17.0) 131.3 (18.5) 143.5 (18.4) <0.001
Mean DBP (SD), mmHg 80.6 (9.8) 89.2 (10.1) 84.8 (10.3) 90.4 (10.7) <0.001
Mean WC (SD), cm 83.9(9.7) 93.6 (8.5) 88.2 (9.6) 95.2(8.9) <0.001
Mean FBG (SD), mmol/L 5.15 (0.98) 6.14 (1.59) 5.35 (1.21) 6.94 (2.63) <0.001
Mean TG (SD), mmol/L 1.17 (0.79) 2.47 (2.17) 1.37 (0.85) 2.85 (2.53) <0.001
Mean HDL-C (SD), mmol/L 1.61(0.47) 1.44 (0.53) 1.51(0.38) 1.38 (0.42) <0.001
MetS components, n (%) <0.001
0 3,802 (19.6) 0 ( 145 (5.5) 0(0)
1 7,629 (39.4) 0 ( 733 (27.6) 0(0)
2 7942 (41.0) 0 ( 1,774 (66.9) 0(0)
3 0) 2,165 (66.1) 0(0) 3,116 (50.4)
4 0(0) 967 (29.5) 0(0) 2,421 (39.2)
5 0(0) 145 (4.4) 0(0) 642 (10. 4)
Elevated WC, n (%)? 9,697 (50.1) 3,124 (95.3) 1,784 (67.3) 5,899 (95.5 <0.001
Hypertension, n (%)° 5,172 (26.7) 2,194 (66.9) 1,176 (44.3) 4,745 (76. 8) <0.001
Diabetes, n (%)° 387 (2.0) 555 (16.9) 153 (56.8) 2,275 (36.8) <0.001
Hyperlipidemia, n (%) 348 (1.8) 263 (8.0) 87 (3.3) 849 (13.7) <0.001
Anti-hypertensive drug use, n (%) 702 (3.62) 560 (17.09) 222 (8.37) 1,633 (26.43) <0.001
Anti-diabetic drug use, n (%) 79 (0.41) 128 (3.91) 49 (1.85) 764 (12.36) <0.001
Lipid-lowering drug use, n (%) 1(0.06) 50 (1.53) 1(0.04) 194 (3.14) <0.001

aFlevated WC was determined by the measured WC >85cm for men or >80 cm for women.

bHypertension was determined by the measured blood pressure >140/90 mmHg or use of the anti-hypertensive drug.
¢Diabetes was determined by the measured FBG >7.0 mmol/L or use of the anti-diabetic drug.
MetS, metabolic syndrome; BMI, body mass index; MI, myocardial infarction; SBF, systolic blood pressure; DBR, diastolic blood pressure; WC, waist circumference; FBG, fasting blood

glucose; TG, triglyceride; HDL-C, high-density lipoprotein cholesterol; SD, standard deviation.

stroke, the risk of ischemic stroke was significantly increased in
the MetS-developed group (HR = 1.79, 95% CI = 1.44-2.22)
and decreased in the MetS-recovery group (HR = 0.58, 95%
CI = 0.45-0.76), but that association was not significant for
hemorrhagic stroke.

Associations of the MetS Development

Age With CVD and All-Cause Mortality

When stratified by the age (<50 years and >50 years) of
MetS development, risk differences of CVD and all-cause
mortality were found between different age groups (Table 2).
Compared with the MetS-free group in the same age group,
individuals with early development of MetS (<50 years) had
higher risks of CVD (HR = 2.20, 95% CI = 1.58-3.05)
and all-cause mortality (HR = 1.61, 95% CI = 1.13-2.30)

than those with late development. Significant interactions
between MetS development and development age were found
for CVD (P interaction = 0.003) and all-cause mortality (P
interacion < 0.001). For the subtypes of CVD, individuals
with early development of MetS also had higher risks with
the HRs of 2.35 (95% CI = 1.00-5.50) for MI, 2.05 (95%
CI = 1.38-3.05) for stroke, and 2.63 (95% CI = 1.15-
6.04) for heart failure than those with late development
(Table 3). Significant interactions were found for stroke (P
interacion = 0.047), and marginal significances for MI (P
interaction = 0.080) and heart failure (P ipteraction = 0.055). In
addition, for the subtypes of stroke, the significant risk difference
between early and late development of MetS was observed for
ischemic stroke, but that was not obvious for hemorrhagic
stroke (Table 3).
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FIGURE 2 | Kaplan-Meier cumulative incidence curves of cardiovascular disease (A) and all-cause mortality (B) by the dynamic patterns of MetS. Cardiovascular
disease was the composite of myocardial infarction, stroke, and heart failure. CVD, cardiovascular disease; MetS, metabolic syndrome.

Follow up time (years)

n

Outcomes Events, Incidence Rate Hazard Ratio

per 1000 PYs (95% Cl)

Cardiovascular disease
MetS-free 557
MetS-developed 212
MetS-recovery 124
MetS-stable 532

All-cause mortality
MetS-free 920
MetS-developed 194
MetS-recovery 197
MetS-stable 552

syndrome; PY, person-year; Cl, confidence interval.

FIGURE 3 | Incidence rates and risks of cardiovascular disease and all-cause mortality by the dynamic patterns of MetS. Cardiovascular disease was the composite
of myocardial infarction, stroke, and heart failure. Hazard ration was adjusted for age, sex, marital status, education level, smoking status, drinking status, physical
activity level, salt intake, use of anti-hypertensive drug, anti-diabetic drug, lipid-lowering drug, and family history of myocardial infarction, stroke. MetS, metabolic
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Associations of the MetS Recovery Age risks of CVD (HR = 0.38, 95% CI = 0.24-0.59) and all-

With CVD and All-Cause Mortality

cause mortality (HR = 0.68, 95% CI = 0.43-1.06) than those

Compared with the MetS-stable group in the same age group, with late recovery (Table 2). Significant interactions between
individuals with early recovery of MetS (<50 years) had lower ~ MetS recovery and recovery age were found for CVD (P
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Outcomes Events, Incidence Rate Hazard Ratio
n per 1000 PYs (95% CI)
Myocardial infarction
MetS-free 97 0.72 & 1(reference)
MetS-developed 31 1.38 —— 1.64(1.09-2.47)
MetS-recovery 28 1.54 —— 1.84(1.21-2.81)
MetS-stable 105 2.52 —&— 2.77(2.06-3.72)
Stroke
MetS-free 383 2.86 [ ] 1(reference)
MetS-developed 144 6.47 —— 1.89(1.56-2.30)
MetS-recovery 83 4.59 —— 1.38(1.09-1.75)
MetS-stable 354 8.60 —— 2.26(1.93-2.64)
Ischemic stroke
MetS-free 335 2.50 [ ] 1(reference)
MetS-developed 128 5.74 —— 1.91(1.55-2.34)
MetS-recovery 74 4.09 —— 1.41(1.09-1.81)
MetS-stable 324 7.86 —— 2.33(1.98-2.75)
Hemorrhagic stroke
MetS-free 60 0.45 [ ] 1(reference)
MetS-developed 17 0.75 T— 1.54(0.89-2.65)
MetS-recovery 13 0.71 B B B 1.38(0.76-2.52)
MetS-stable 43 1.02 —a— 2.01(1.33-3.05)
Heart failure
MetS-free 107 0.92 [ ] 1(reference)
MetS-developed 41 212 —— 1.79(1.24-2.58)
MetS-recovery 20 1.27 —(—— 1.14(0.71-1.84)
MetS-stable 103 2.86 —a— 1.97(1.46-2.66)

FIGURE 4 | Incidence rates and risks of the subtypes of cardiovascular disease by the dynamic patterns of MetS. Stroke was the composite of ischemic stroke and
hemorrhagic stroke. Hazard ration was adjusted for age, sex, marital status, education level, smoking status, drinking status, physical activity level, salt intake, use of
anti-hypertensive drug, anti-diabetic drug, lipid-lowering drug, and family history of myocardial infarction, stroke. MetS, metabolic syndrome; PY, person-year; Cl,

confidence interval.

[ T T 1 1
05 1 15 2 25 3 35

interaction = 0.005) and all-cause mortality (P ipteraction = 0.030).
For the subtypes of CVD, individuals with early recovery
of MetS also had lower risks with the HRs of 0.43 (95%
CI = 0.18-1.06) for ML, 0.37 (95% CI = 0.21-0.64) for
stroke, and 0.30 (95% CI =0.09-1.04) for heart failure than

those with late recovery (Table 4). Significant interaction was
found for stroke (P interaction = 0.013). Similarly, the risk
difference between early and late recovery of MetS was
significant for ischemic stroke, but not for hemorrhagic stroke
(Table 4).
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TABLE 2 | Hazard ratios and 95%Cls of the cardiovascular disease and all-cause mortality in MetS-developed and MetS-recovery groups according to the age of MetS

status change.

Outcomes

Hazard ratio (95% CI)*

All age

<50 years

>50 years

P interaction

MetS-developed vs. MetS-free
Cardiovascular disease

MetS-free

MetS-developed

All-cause mortality

MetS-free

MetS-developed

MetS-recovery vs. MetS-stable
Cardiovascular disease
MetS-stable

MetS-recovery

All-cause mortality

MetS-stable

MetS-recovery

1 (reference)
1.78 (1.51-2.11)

1 (reference)
1.03 (0.87-1.21)
1 (reference)

0.59 (0.48-0.72)

1 (reference)
0.95 (0.80-1.12)

1 (reference) 1 (reference) 0.003
2.20 (1.58-3.05) 1.64 (1.35-1.99)

1 (reference) 1 (reference) < 0.001
1.61 (1.13-2.30) 0.93 (0.77-1.11)

1 (reference) 1 (reference) 0.005
0.38 (0.24-0.59) 0.67 (0.54-0.85)

1 (reference) 1 (reference) 0.030

0.68 (0.43-1.06)

1.00 (0.84-1.21)

Cardiovascular disease was the composite of myocardial infarction, stroke, and heart failure.

Hazard ration was adjusted for age, sex, marital status, education level, smoking status, drinking status, physical activity level, salt intake, use of anti-hypertensive drug, anti-diabetic

drug, lipid-lowering drug, and family history of myocardial infarction, stroke.
MetS, metabolic syndrome; Cl, confidence interval.

TABLE 3 | Hazard ratios and 95%Cls of the subtypes of cardiovascular disease in the MetS-developed group according to the age of MetS development.

Outcomes Hazard ratio (95% CI)f P interaction

All age

<50 years

>50 years

Myocardial infarction
MetS-free
MetS-developed
Stroke

MetS-free
MetS-developed
Ischemic stroke
MetS-free
MetS-developed
Hemorrhagic stroke
MetS-free
MetS-developed
Heart failure
MetS-free
MetS-developed

1 (reference)
1.54 (1.01-2.34)

1 (reference)
1.78 (1.45-2.18)

1 (reference)
1.79 (1.44-2.22)

1 (reference)
1.42 (0.81-2.48)

1 (reference)
1.63 (1.11-2.39)

1 (reference) 1 (reference) 0.080
2.35 (1.00-5.50) 1.35 (0.83-2.20)

1 (reference) 1 (reference) 0.047
2.05 (1.38-3.05) 1.66 (1.31-2.10)

1 (reference) 1 (reference) 0.055
2.04 (1.32-3.15) 1.68 (1.31-2.15)

1 (reference) 1 (reference) 0.675
1.53 (0.60-3.92) 1.39 (0.69-2.80)

1 (reference) 1 (reference) 0.055

2.63 (1.15-6.04)

1.44 (0.93-2.24)

Stroke was the composite of ischemic stroke and hemorrhagic stroke.

Hazard ration was adjusted for age, sex, marital status, education level, smoking status, drinking status, physical activity level, salt intake, use of anti-hypertensive drug, anti-diabetic

drug, lipid-lowering drug, and family history of myocardial infarction, stroke.
MetS, metabolic syndrome; Cl, confidence interval.

Sensitivity Analyses

After excluding the incident events during the first 2 years
of follow-up, consistent results were found with the original
analyses. Different incidence rates and risks of CVD, all-cause
mortality, and the subtypes of CVD were observed among
different dynamic patterns of MetS (Supplementary Figures 3,
4). When stratified by the age of MetS development and recovery,
early development of MetS still had higher risks of CVD, all-cause
mortality, and the subtypes of CVD than late development,

while early recovery of MetS had lower risks than early recovery
(Supplementary Tables 3-5).

DISCUSSION

In this prospective cohort study, we found that dynamic changes
of MetS altered the risks of CVD, the subtypes of CVD, and all-
cause mortality. Individuals who developed MetS increased these
risks than MetS-free counterparts, while those who recovered
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TABLE 4 | Hazard ratios and 95%Cls of the subtypes of cardiovascular disease in the MetS- recovery group according to the age of MetS recovery.

Outcomes

Hazard ratio (95% CI)t

P interaction

All age <50 years

>50 years

Myocardial infarction

MetS-stable
MetS-recovery
Stroke
MetS-stable
MetS-recovery
Ischemic stroke
MetS-stable
MetS-recovery

Hemorrhagic stroke

MetS-stable
MetS-recovery
Heart failure
MetS-stable
MetS-recovery

1 (reference)
0.62 (0.41-0.96)

1 (reference)
0.59 (0.46-0.75)

1 (reference)
0.58 (0.45-0.76)

1 (reference)
0.64 (0.34-1.21)

1 (reference)
0.56 (0.34-0.91)

1 (reference)
0.43 (0.18-1.06)

1 (reference)
0.37 (0.21-0.64)

1 (reference)
0.39 (0.22-0.70)

1 (reference)
0.18 (0.02-1.42)

1 (reference)
0.30 (0.09-1.04)

1 (reference) 0.253
0.73 (0.45-1.20)

1 (reference) 0.018
0.69 (0.52-0.90)

1 (reference) 0.032
0.66 (0.49-0.89)

1 (reference) 0.129
0.83 (0.42-1.64)

1 (reference) 0.179

0.63 (0.36-1.08)

Stroke was the composite of ischemic stroke and hemorrhagic stroke.

! Hazard ration was adjusted for age, sex, marital status, education level, smoking status, drinking status, physical activity level, salt intake, use of anti-hypertensive drug, anti-diabetic

drug, lipid-lowering drug, and family history of myocardial infarction, stroke.
MetS, metabolic syndrome; Cl, confidence interval.

from MetS decreased these risks compared with MetS-stable
individuals. Furthermore, higher risks of CVD, the subtypes of
CVD, and all-cause mortality were found in individuals with
early development of MetS than those with late development, and
lower risks were observed in individuals with early recovery of
MetS compared with the late recovery counterparts.

Previous studies had found that MetS increased the risks of
CVD and all-cause mortality (3, 4, 6, 7). These findings were
mainly based on the MetS status at baseline. However, due to
the reversible and changeable status of MetS during follow-up,
we should make clear that how these dynamic changes of MetS
affected the long-term outcomes. Park et al. (10) found that
dynamic changes of MetS altered the risks of major adverse
cardiovascular events. The present results were consistent with
the previous finding on MI and stroke. Furthermore, our results
extended the associations on heart failure and all-cause mortality.

Different MetS dynamic patterns had different risks of CVD
and all-cause mortality. Development of MetS increased the risks
of CVD and its subtypes compared with MetS-free counterparts,
which reflected the significant harm associated with the MetS
development. On the other hand, our results showed decreased
risks of CVD and its subtypes for recovery from MetS than
stable MetS. Koskinen et al. (22) found that recovery from
MetS had smaller intima-media thickness, higher carotid artery
distensibility, and higher flow-mediated dilatation. The recovery
group could reduce intima-media thickness progression and
carotid artery distensibility change, which might decrease the
risk of CVD. These results were also supported by the facts that
lifestyle interventions on MetS would reduce the incidences of
consequent long-term outcomes (23, 24). However, our results
indicated that the dynamic changes of MetS mainly affected

the risks of ischemic disease, while the biological effects for
hemorrhagic disease and all-cause mortality were not significant.
This might attribute to the different pathological mechanisms.
Ischemic disease was mainly caused by the atherosclerosis, and
MetS was considered as an important risk factor for developing
atherosclerosis (4, 6). MetS could cause the accumulation of lipids
and systemic inflammation, which accelerated the process of
atherosclerosis, and then led to the ischemic disease. In addition,
it was worth noting that the risks of all-cause mortality and
MI in the MetS-recovery group were higher than those in the
MetS-developed group. The reason for the abnormal result might
be the exposure duration bias. MetS-recovery was defined as
the subjects who had MetS in 2006, and then recovered into
MetS-free in 2008 and 2010. The subjects with MetS in 2006
might have long exposure to MetS before 2006, and this would
overestimate the risks in the MetS-recovery group.

Besides the overall MetS dynamic patterns, our study found
that the age of MetS status change was associated with the risks
of CVD and all-cause mortality. Early development of MetS had
higher risks than late development. This age-specific association
was consistent with the previous findings on hypertension (12),
type 2 diabetes (11), and LDL-C (25). One potential mechanism
might be that the individuals with early development of MetS
had higher percentages of unhealthy lifestyles, leading to the
higher levels of obesity, metabolic abnormalities, and consequent
long-term outcomes. On the other hand, Niiranen et al. (26)
found that early-onset hypertension was more affected by genetic
susceptibility. Similar result was also reported on the early-onset
type 2 diabetes (27). Furthermore, numerous genetic variants
were found to be associated with both MetS and CVD (28-30).
Therefore, another plausible explanation could be raised that
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early development of MetS was more likely to be genetically
susceptible. Individuals with early-onset MetS might carry more
MetS-related genetic variants, which would result in the excess
risks of CVD. Encouragingly, despite the higher risks for early-
onset MetS, lower risks of CVD and all-cause mortality were
observed in the individuals with early recovery of MetS. Based
on this evidence, we could infer that early interventions for MetS
would efficiently prevent the CVD and mortality.

These findings have some implications in clinical and
public health practices. First, altered risks of CVD and all-
cause mortality in different MetS dynamic patterns emphasize
the need to promote regular screening for MetS. Individuals
with developed or stable MetS should be considered as the
targeted population for control and prevention. Furthermore,
higher risks in individuals with early development of MetS
suggest the importance of focusing on the cardiometabolic
health among young adults. Although the incidence of
MetS is relatively low among young adults (13-15), most
of the young MetS patients are unaware of their elevated
cardiovascular and mortality risks, which in turn, leads to
great disease burden in the future. Therefore, comprehensive
interventions on lifestyles and stringent clinical treatments
should be performed as early as possible for individuals with
developed or stable MetS. On the other hand, our results
found decreased risks among the individuals who recovered
from MetS, especially for young adults. This finding confirms
the great benefits of taking effective interventions as early as
possible. Our results also highlight the necessity to include
the dynamic changes of MetS and onset age in the traditional
MetS guidelines.

There are several strengths in this study including the
prospective cohort design, large sample size, and standardized
evaluation of the metabolic markers and body sizes. To our
knowledge, this study is the first to investigate the associations
of dynamic changes of MetS with heart failure and all-cause
mortality, and the effects of development and recovery age on the
long-term outcomes. Additionally, we focused on the incident
MetS changes that occurred during follow-up. Therefore, the
potential prevalence-incidence bias would be decreased. This
study also has some limitations. First, the subjects were mainly
occupational workers from Kailuan community in Northern
China, and 77.3% of the subjects were males. This might restrict
the generalization of the findings. However, previous study found
that the biological effect of MetS on CVD was little difference
between males and females (31). Second, the dynamic changes
of MetS were assessed with three consecutive investigations
in 2006, 2008 and 2010. More times of investigations would
more precisely evaluate the dynamic patterns. However, due to
the restriction on the follow-up period and sample size, more
accurate dynamic patterns of MetS could not be constructed in
the current study. Comprehensive evaluations for the dynamic
patterns of MetS would be desired in the future. Third, subjects
with MetS in 2006 might have long exposure to MetS before 2006,
and it was difficult to estimate the accurate exposure duration of

MetS. Therefore, the exposure duration bias might misestimate
the effects of MetS-recovery and MetS-stable groups. Fourth,
the treatment rates of hypertension, diabetes and hyperlipidemia
were low, which might lead to the high incidence rate of CVD.
However, we have adjusted for the use of anti-hypertensive, anti-
diabetic, and lipid-lowering drugs in the multivariate analysis,
and still found the significant effects of MetS development
and MetS recovery. Therefore, the potential bias of the low
treatment rates was small. Finally, although we have adjusted for
multiple confounding factors, other unmeasured variables such
as genetic susceptibility, might exist and these would influence
our results.

In conclusion, dynamic changes of MetS altered the risks
of CVD and all-cause mortality, especially in individuals with
an early onset age. Our findings highlight the importance of
dynamic changes of MetS and onset age on the prevention and
control for CVD.

DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by the ethics committee of Zhejiang University,
School of Medicine, and Kailuan General Hospital. The
patients/participants provided their written informed consent to
participate in this study.

AUTHOR CONTRIBUTIONS

YZhu and SW designed the research. SW and SC collected the
data. DH, XZ, CD, QW, YZhou, and ZJ analyzed the data. DH,
YZhu, and XZ wrote the paper. All authors read and approved
the final manuscript.

FUNDING

This work was supported by the National Key Research and
Development Program of China (2017YFC0907004).

ACKNOWLEDGMENTS

The authors thank all the investigators, staft, and participants of
the Kailuan study for their valuable contributions.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/fcvm.
2021.706999/full#supplementary-material

Frontiers in Cardiovascular Medicine | www.frontiersin.org

August 2021 | Volume 8 | Article 706999


https://www.frontiersin.org/articles/10.3389/fcvm.2021.706999/full#supplementary-material
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

He et al.

MetS Dynamic Changes With CVD

REFERENCES

10.

11.

12.

13.

14.

15.

. Alberti KG, Zimmet P, Shaw J. The metabolic syndrome-a new worldwide

definition. Lancet.

67402-8

(2005) 366:1059-62. doi: 10.1016/S0140-6736(05)

. Kip KE, Marroquin OC, Kelley DE, Johnson BD, Kelsey SE Shaw LJ,

et al. Clinical importance of obesity versus the metabolic syndrome
cardiovascular in women: a report the
Ischemia Syndrome Evaluation (WISE) study. Circulation.
109:706-13. doi: 10.1161/01.CIR.0000115514.44135.A8

Women'’s
(2004)

in risk from

. Sundstrom J, Risérus U, Byberg L, Zethelius B, Lithell H, Lind L. Clinical

value of the metabolic syndrome for long term prediction of total and
cardiovascular mortality: prospective, population based cohort study. BMJ.
(2006) 332:878-82. doi: 10.1136/bm;j.38766.624097.1F

. Jeppesen J, Hansen TW, Rasmussen S, Ibsen H, Torp-Pedersen C, Madsbad

S. Insulin resistance, the metabolic syndrome, and risk of incident
cardiovascular disease: a population-based study. ] Am College Cardiol. (2007)
49:2112-9. doi: 10.1016/j.jacc.2007.01.088

. GBD 2015 Obesity Collaborators, Afshin A, Forouzanfar MH, Reitsma MB,

Sur P, Estep K, et al. Health effects of overweight and obesity in 195 countries
over 25 years. N Engl ] Med. (2017) 377:13-27. doi: 10.1056/NEJMoal6
14362

. Gami AS, Witt B], Howard DE, Erwin PJ, Gami LA, Somers VK, et al.

Metabolic syndrome and risk of incident cardiovascular events and death:
a systematic review and meta-analysis of longitudinal studies. ] Am College
Cardiol. (2007) 49:403-14. doi: 10.1016/j.jacc.2006.09.032

. Lakka HM, Laaksonen DE, Lakka TA, Niskanen LK, Kumpusalo

E, Tuomilehto J, et al. The metabolic syndrome and total and
cardiovascular disease mortality in middle-aged men. JAMA. (2002)
288:2709-16. doi: 10.1001/jama.288.21.2709

. Barcel6 MA, Rodriguez-Poncelas A, Saez M, Coll-de-Tuero G. The dynamic

behaviour of metabolic syndrome and its components in an eight-year
population-based cohort from the Mediterranean. PLoS ONE. (2017)
12:€0176665. doi: 10.1371/journal.pone.0176665

. Levine GN, Lange RA, Bairey-Merz CN, Davidson RJ, Jamerson K,

Mehta PK, et al. Meditation and cardiovascular risk reduction: a scientific
statement from the American heart association. ] Am Heart Assoc. (2017)
6:2218. doi: 10.1161/JAHA.117.002218

Park S, Lee S, Kim Y, Lee Y, Kang MW, Han K, et al. Altered risk for
cardiovascular events with changes in the metabolic syndrome status: a
nationwide population-based study of approximately 10 million persons. Ann
Internal Med. (2019) 171:875-84. doi: 10.7326/M19-0563

Sattar N, Rawshani A, Franzen §,
AM, Rosengren A, et al. Age at diagnosis

Rawshani A, Svensson

of type 2 diabetes

mellitus and associations with cardiovascular and mortality risks
findings from the Swedish national diabetes registry. Circulation.
(2019) 139:2228-37. doi: 10.1161/CIRCULATIONAHA.118.
037885

Wang C, Yuan Y, Zheng M, Pan A, Wang M, Zhao M, et al
Association of age of onset of hypertension with cardiovascular diseases and
mortality. ] Am Coll Cardiol. (2020) 75:2921-30. doi: 10.1016/j.jacc.2020.
04.038

GBD 2017 Disease and Injury Incidence and Prevalence Collaborators.
Global, regional, and national incidence, prevalence, and years lived with
disability for 354 diseases and injuries for 195 countries and territories,
1990-2017: a systematic analysis for the Global Burden of Disease
Study 2017. Lancet. (2018) 392:1789-858. doi: 10.1016/S0140-6736(17)
32154-2

Ranasinghe P, Mathangasinghe Y, Jayawardena R, Hills AP, Misra A.
Prevalence and trends of metabolic syndrome among adults in the
Asia-Pacific region: a systematic review. BMC Public Health. (2017)
17:101. doi: 10.1186/s12889-017-4041-1

Beltran-Sanchez H, Harhay MO, Harhay MM, McElligott S. Prevalence
and trends of metabolic syndrome in the adult U.S. population, 1999-
2010. J Am Coll Cardiol. (2013) 62:697-703. doi: 10.1016/j.jacc.2013.
05.064

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

. Dai L, Song L, Li X, Yang Y, Zheng X, Wu Y, et al. Association

of visit-to-visit blood pressure variability with the risk of all-
cause mortality and cardiovascular events in general population.
J Clin Hypertens (Greenwich). (2018) 20:280-8. doi: 10.1111/jch.
13192

. Liu X, Cui L, Wang A, Wang X, Song Q, Li S, et al. Cumulative

exposure to ideal cardiovascular health and incident diabetes in a
Chinese population: the Kailuan study. /] Am Heart Assoc. (2016)
5:4132. doi: 10.1161/JAHA.116.004132

. Alberti KG, Eckel RH, Grundy SM, Zimmet PZ, Cleeman JI, Donato KA,

et al. Harmonizing the metabolic syndrome: a joint interim statement
of the international diabetes federation task force on epidemiology
and prevention; national heart, lung, and blood institute; American
heart association; world heart federation; international atherosclerosis

society; and international association for the study of obesity.
Circulation. (2009) 120:1640-5. doi: 10.1161/CIRCULATIONAHA.109.
192644

. Tunstall-Pedoe H, Kuulasmaa K, Amouyel P, Arveiler D, Rajakangas

AM, Pajak A. Myocardial infarction and coronary deaths in the World
Health Organization MONICA Project. Registration procedures, event
rates, and case-fatality rates in 38 populations from 21 countries in
four continents. Circulation. (1994) 90:583-612. doi: 10.1161/01.CIR.90.
1.583

Stroke—1989. Recommendations on stroke prevention, diagnosis, and
therapy. Report of the WHO Task Force on Stroke and other Cerebrovascular
Disorders.  Stroke.  (1989)  20:1407-31.  doi:  10.1161/01.STR.20.
10.1407

Swedberg K, Cleland ], Dargie H, Drexler H, Follath E Komajda M,
et al. Guidelines for the diagnosis and treatment of chronic heart failure:
executive summary (update 2005): The Task Force for the Diagnosis
and Treatment of Chronic Heart Failure of the European Society
of Cardiology. Eur Heart ]. (2005) 26:1115-40. doi: 10.1093/eurheartj/
ehi551

Koskinen J, Magnussen CG, Taittonen L, Rasianen L, Mikkild V,
Laitinen T, et al. Arterial structure and function after recovery from
the metabolic syndrome: the cardiovascular risk in Young Finns Study.
Circulation. (2010) 121:392-400. doi: 10.1161/CIRCULATIONAHA.109.
894584

Ylimdki EL, Kanste O, Heikkinen H, Bloigu R, Kyngids H. The effects
of a counselling intervention on lifestyle change in people at risk
of cardiovascular disease. Eur ] Cardiovasc Nursing. (2015) 14:153-
61. doi: 10.1177/1474515114521725

Liira H, Engberg E, Leppavuori J, From S, Kautiainen H, Liira J,
et al. Exercise intervention and health checks for middle-aged men
with elevated cardiovascular risk: a randomized controlled trial. Scand
J Primary Health Care. (2014) 32:156-62. doi: 10.3109/02813432.2014.
984967

Domanski MJ, Tian X, Wu CO, Reis JP, Dey AK, Gu Y, et al. Time
course of LDL cholesterol exposure and cardiovascular disease event
risk. ] Am College Cardiol. (2020) 76:1507-16. doi: 10.1016/j.jacc.2020.
07.059

Niiranen TJ, McCabe EL, Larson MG, Henglin M, Lakdawala
NK, Vasan RS, et al. Heritability and risks associated with early

onset hypertension: multigenerational, prospective analysis in the
Framingham Heart Study. BMJ. (2017) 357:;1949. doi: 10.1136/bmj.
1949

Silverman-Retana O, Hulman A, Nielsen ], Ekstrom CT, Carstensen B,
Simmons RK, et al. Effect of familial diabetes status and age at diagnosis
on type 2 diabetes risk: a nation-wide register-based study from Denmark.
Diabetologia. (2020) 63:934-43. doi: 10.1007/s00125-020-05113-8

Thomas DG, Wei Y, Tall AR. Lipid and metabolic syndrome traits in
coronary artery disease: a Mendelian randomization study. J Lipid Res. (2021)
62:100044. doi: 10.1194/j1r.P120001000
Fall T, Ingelsson E. Genome-wide
and metabolic syndrome. Mol Cell
57. doi: 10.1016/j.mce.2012.08.018

studies
(2014)

association
Endocrinol.

of obesity
382:740~

Frontiers in Cardiovascular Medicine | www.frontiersin.org

12

August 2021 | Volume 8 | Article 706999


https://doi.org/10.1016/S0140-6736(05)67402-8
https://doi.org/10.1161/01.CIR.0000115514.44135.A8
https://doi.org/10.1136/bmj.38766.624097.1F
https://doi.org/10.1016/j.jacc.2007.01.088
https://doi.org/10.1056/NEJMoa1614362
https://doi.org/10.1016/j.jacc.2006.09.032
https://doi.org/10.1001/jama.288.21.2709
https://doi.org/10.1371/journal.pone.0176665
https://doi.org/10.1161/JAHA.117.002218
https://doi.org/10.7326/M19-0563
https://doi.org/10.1161/CIRCULATIONAHA.118.037885
https://doi.org/10.1016/j.jacc.2020.04.038
https://doi.org/10.1016/S0140-6736(17)32154-2
https://doi.org/10.1186/s12889-017-4041-1
https://doi.org/10.1016/j.jacc.2013.05.064
https://doi.org/10.1111/jch.13192
https://doi.org/10.1161/JAHA.116.004132
https://doi.org/10.1161/CIRCULATIONAHA.109.192644
https://doi.org/10.1161/01.CIR.90.1.583
https://doi.org/10.1161/01.STR.20.10.1407
https://doi.org/10.1093/eurheartj/ehi551
https://doi.org/10.1161/CIRCULATIONAHA.109.894584
https://doi.org/10.1177/1474515114521725
https://doi.org/10.3109/02813432.2014.984967
https://doi.org/10.1016/j.jacc.2020.07.059
https://doi.org/10.1136/bmj.j1949
https://doi.org/10.1007/s00125-020-05113-8
https://doi.org/10.1194/jlr.P120001000
https://doi.org/10.1016/j.mce.2012.08.018
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

He et al.

MetS Dynamic Changes With CVD

30. Lind L. Genome-wide association study of the metabolic syndrome in UK
Biobank. Metab Syndr Relat Disord. (2019) 17:505-11. doi: 10.1089/met.201
9.0070

DeBoer MD, Gurka M]J, Golden SH, Musani SK, Sims M, Vishnu
A, et al. Independent associations between metabolic syndrome
severity and future coronary heart disease by sex and race. ]
Am  College Cardiol. (2017) 69:1204-5. doi:  10.1016/j.jacc.2016.
10.088

31.

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2021 He, Zhang, Chen, Dai, Wu, Zhou, Jin, Wu and Zhu. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

Frontiers in Cardiovascular Medicine | www.frontiersin.org

13

August 2021 | Volume 8 | Article 706999


https://doi.org/10.1089/met.2019.0070
https://doi.org/10.1016/j.jacc.2016.10.088
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

	Dynamic Changes of Metabolic Syndrome Alter the Risks of Cardiovascular Diseases and All-Cause Mortality: Evidence From a Prospective Cohort Study
	Introduction
	Materials and Methods
	Study Design and Population
	Data Collection and Assessment
	Definition of MetS and Dynamic Patterns of MetS
	Outcomes Ascertainment and Follow-Up
	Statistical Analysis

	Results
	Baseline Characteristics of the Subjects
	Associations of the Dynamic Patterns of MetS With CVD and All-Cause Mortality
	Associations of the MetS Development and Recovery With CVD and All-Cause Mortality
	Associations of the MetS Development Age With CVD and All-Cause Mortality
	Associations of the MetS Recovery Age With CVD and All-Cause Mortality
	Sensitivity Analyses

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References


