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Purpose: More than 150 million people are estimated to have been examined for the presence of carotid plaques (CPs) in China;
a sex-related imbalance in the prevalence exists. However, the relationship between sex and the incidence of CP development is
unclear, especially in low-income areas of China. Hence, this study aimed to identify the sex differences in CP development and CP
burden in both sexes in this population.
Methods: The study population included individuals aged ≥45 years in a rural area of Tianjin, China. Carotid ultrasonography was
performed in the 2014 and 2019 cohorts, and information on carotid ultrasonography, including the formation and number of CPs, was
collected twice. Logistic analyses were used to investigate the predictors of CP formation and numbers of plaques.
Results: A total of 1479 participants were analyzed. The incidence of CP was 20.3% and 29.0% in women and men, respectively. In
women, high low-density lipoprotein cholesterol (LDL-C) levels was independent predictors of CP formation (RR: 1.217, 95%CI:
1.010, 1.461; P=0.039). For men, the corresponding predictors were hypertension, alcohol consumption, and low high-density
lipoprotein cholesterol (HDL-C) levels (all P<0.05); none of the examined factors were associated with plaque numbers.
Conclusion: In the study population, men had a higher incidence of plaque than women. Predictors of CP are different in men and
women. LDL-C control is critical for moderating atherosclerosis in women; in men, managing blood pressure, stopping alcohol
consumption, and controlling HDL-C levels are important.
Keywords: atherosclerosis, carotid plaque, sex differences, predictors, prospective study

Introduction
Carotid atherosclerosis (CAS) is a progressive inflammatory disease that is independently associated with cardiovascular
events.1,2 The presence of carotid plaques (CPs), identified using ultrasound measurements, is a surrogate marker of
atherosclerotic disease that is closely related in epidemiological studies to cardiovascular events.3,4 Globally, in 2020, the
number of people with CPs was estimated to be 815.76 million, approximately 60% higher than the estimate in 2000.5

Moreover, the prevalence of CP differs by sex (25.2% in men vs 17.1% in women).5 The burden of CP is heavy in China,
where more than 150 million people are estimated to be affected; the prevalence is also higher in men than in women.6
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Previous studies have demonstrated sex-related differences in the risk factors for CAS. The Tromsø Study showed that
triglyceride (TC) levels were associated with CAS in women, whereas physical activity and smoking were predictors of CAS in
men.7 The Gutenberg-Heart Study reported that diabetes was significantly associated with CAS in men, while low-density
lipoprotein cholesterol (LDL-C) levels were significantly associated with CAS in women.8 Satoko et al reported that impaired
fasting glucose levels, obesity, and smoking were CAS risk factors in men and that the corresponding factors in women were
obesity, impaired fasting glucose levels, and dyslipidemia.9 These differences indicate that the burden of CAS varies between the
sexes and that the study of CAS requires sex-specific approaches. Moreover, our previous cross-sectional study showed that the
prevalence of CPwas significantly higher inmen than in women;10,11 however, whether a sex difference exists in the incidence of
CP and the related determinants of developing CP in this low-income population was unclear. Strangely, the carotid intima-media
thickness (CIMT) of the population in this region was significantly lower than that reported in developed countries.12 Therefore,
this study prospectively investigated sex-related differences in CP incidence and predictors stratified by CP numbers.

Methods
Study Design
This was a population-based, prospective cohort study conducted in Tianjin, China, between May 2014 and May 2019.
Participants were recruited from the previously described Tianjin Brain Study.11 The Tianjin Brain Study began in 1985
and included all residents from 18 administrative villages in the Ji county of Tianjin, China; 95% of these participants
were low-income farmers with annual per capita incomes of < 100 US dollars (USD) in 1991 and < 2500 USD in 2018.13

In May 2014, individuals aged ≥ 45 years were recruited. Individuals were excluded from participation if they were
known to have CP or cardiovascular disease (CVD) or if they died or were otherwise lost during follow-up. Baseline
(May 2014) information was collected from participants upon recruitment, including carotid ultrasound examination data.
Participants with normal carotid ultrasound at baseline were followed up until 2019, at which time they underwent
a second carotid ultrasound examination. Among the data collected were CIMT, plaque number, location, size, stenosis
and degree of stenosis from the participants’ carotid artery ultrasounds. Those who had baseline and follow-up data were
included in the analysis for the present study.

This study was approved by the ethics committee of Tianjin Medical University General Hospital, and a written
informed consent was obtained from each participant. This study complies with the Declaration of Helsinki.

Carotid Ultrasound Measurements
Participants were examined using high-resolution ultrasonography (Terason 3000, Burlington, MA, USA), with a 5–12
MHz linear array transducer. The bilateral extracranial carotid artery trees (including the common carotid artery, carotid
bifurcation, internal carotid arteries, and external carotid arteries) were screened for the presence of plaques, which were
defined as follows: (1) local CIMT >1.5 mm; (2) localized CIMT bulge protruding > 0.5 mm into the lumen; or (3) local
CIMT that was > 50% of the adjacent CIMT.14 Plaque numbers were defined as the total number of plaques in the
bilateral extracranial carotid artery trees. Though stratified by site into two sites, segmental plaques extending from the
common carotid artery bifurcation to the internal carotid artery were considered to be one plaque. Total plaque numbers
were stratified as < 2 or ≥ 2, and ≥ 2 plaques were considered multiple CPs. A sonographer, blinded to the participant
information, performed the color Doppler ultrasound examinations.

Other Information Collected
Baseline characteristics, including sex, age, education level, presence of hypertension and/or diabetes mellitus, smoking
status, and alcohol consumption habits, were collected through self-administered questionnaires. Participants were
classified into three age groups: 45–54, 55–64, and ≥ 65 years. Education level was stratified into three groups: illiteracy
(0 years), 1–6 years, and > 6 years of formal education. Hypertension was defined as systolic blood pressure (SBP) ≥ 140
mmHg and/or diastolic blood pressure (DBP) ≥ 90 mmHg or use of anti-hypertension drugs.15 Diabetes mellitus was
defined as fasting plasma glucose levels ≥ 7.0 mmol/L or use of antidiabetic medication.16 Smoking and drinking statuses
were classified as never, ever, or current.
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All participants underwent physical examinations that included measurements of blood pressure, height, weight, waist
circumference, and hip circumference. Body mass indexes (BMIs) were calculated as weight (kg) divided by the square
of height (m2) and classified as normal (≤ 23.9 kg/m2), overweight (24.0–27.9 kg/m2), or obese (≥ 28.0 kg/m2).17 Waist-
hip circumference ratios (WHRs) were calculated as the waist circumference divided by the hip circumference.
Biochemical determinations of each patient’s levels of fasting blood glucose (FBG), TC, triglyceride (TG), high-density
lipoprotein cholesterol (HDL-C), and LDL-C were measured according to the standard procedures at Jizhou People’s
Hospital (Tianjin, China).

Study Process
The outcome in this study included the incidence of CP and the determinants of its development. Participants without CP at
baseline in 2014 were followed for 5 years, monitoring the occurrence of CP and analyzing possible contributory factors
from the start such as demographic information, previous disease history, lifestyle, and levels of glucose and lipids.

Statistical Analysis
Continuous variables (age, WHR, FBG, TC, TG, HDL-C, and LDL-C) are presented as means and standard deviations
(SDs); between-sex comparisons of these values were performed using Student’s t-tests. Categorical variables (age group,
education level, BMI group, presence of hypertension, presence of diabetes, smoking history, and alcohol consumption
history) are presented as numbers and frequencies; between-sex comparisons were performed using chi-squared tests.
Logistic regression analyses were used to explore the predictors of CP formation and the numbers of CPs; the results are
expressed as adjusted relative risks (RRs) and 95% confidence intervals (CIs). The independent variables were chosen from
variables exhibiting a P-value < 0.1 in the univariate analysis. All analyses were conducted using SPSS for Windows
(version 22.0; SPSS, Chicago, IL, USA); P < 0.05 was considered statistically significant.

Results
A total of 3723 participants aged ≥ 45 years were recruited in the study. After rejecting 151 with CVD and 1491 with CPs
at baseline, we identified 2081 individuals for the 2014 baseline examinations. Following further exclusion of 58
participants who died and 544 who were lost to follow-up, 1479 individuals (513 men and 966 women) were ultimately
included in the final analysis (Figure 1).

Participant Baseline Characteristics
At baseline, the average age was 57.89 years (men, 58.97 years; women, 57.31 years). The proportion of participants with more
than 6 years of formal education was < 50%. Approximately 70% of the participants had abnormal BMI, including 45.4% who
were overweight and 24.1% who were obese. The prevalence of hypertension and diabetes was 30.8% and 5.7%, respectively.
Smoking and alcohol consumption were reported by 21.6% (50.9% of men) and 14.8% (40.5% of men), respectively (Table 1).

Univariable Analysis of Factors Associated with CP Formation and Numbers in Women
As shown in Table 2, the incidence of CP formation was 20.3% in women. The incidence of CP formation was
significantly higher in patients with hypertension than in normotensive individuals (P = 0.034). Moreover, participants
demonstrating CP formation had higher LDL-C levels than those without CPs (P = 0.019). In the univariable analysis,
age group was associated with the number of CPs (P = 0.026).

Univariable Analysis of Factors Associated with CP Formation and Numbers in Men
As shown in Table 3, the incidence of CP formation was 29.0% in men. Hypertension, alcohol consumption, elevated
LDL-C levels, and low HDL-C levels were associated with a greater incidence of CP formation (P < 0.1). However, none
of the factors were found to be associated with the presence of ≥ 2 plaques.
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Sex-Related Differences in Predictors of CP Formation and Numbers
In women, the multivariable analysis revealed that advanced age, hypertension, and high LDL-C levels were independent
predictors of CP formation. Individuals with hypertension revealed a 35.9% greater risk of CP formation than normotensive
individuals (RR = 1.359; 95%CI, 0.963–1.919), but there was no statistical difference (P = 0.081). Moreover, the risk of CP
formation increased by 21.7% for each one-SD increment of the LDL-C concentration (RR = 1.217; 95% CI, 1.010–1.461;
P = 0.039).

For male participants, the multivariable analysis revealed that hypertension, alcohol consumption, and low HDL-C
levels were predictors of CP formation; no factors were associated with plaque numbers. Male participants with
hypertension had a 79.7% increased risk of CP formation compared to their normotensive counterparts (RR = 1.797;
95% CI, 1.174–2.751; P = 0.007). Participants who consumed alcohol demonstrated a 66.1% greater risk of CP formation

Figure 1 The flow chart in this study. A total of 3723 participants, aged ≥45 years, were recruited into this study; after excluding 151 with CVD and 1491 with CPs at
baseline, 2081 individuals were ultimately included in the 2014 baseline examinations. After excluding 58 participants who died and 544 who were lost to follow-up, 1479
individuals were ultimately included in the final analysis.

Table 1 Baseline Characteristics of All Participants in This Study

Characteristics Total Women Men P value

Total 1479 (100) 966 (65.3) 513 (34.7)

Age, years, mean ± SD: 57.89 ± 7.89 57.31 ± 7.81 58.97 ± 7.93 <0.001

Age group, n (%): 0.002
45–54 years 532 (35.9) 375 (38.7) 157 (30.5)

55–64 years 641 (43.4) 411 (42.5) 230 (44.8)

≥65 years 306 (20.7) 180 (18.6) 126 (24.6)
Education level, n (%): <0.001

Illiteracy 229 (15.5) 199 (20.6) 30 (5.8)

1–6 years 640 (43.3) 423 (43.8) 217 (42.3)
>6 years 610 (41.2) 344 (35.5) 266 (51.9)

BMI group, n (%): 0.009

Normal 451 (30.5) 270 (28.0) 181 (35.3)
Overweight 672 (45.4) 448 (46.4) 224 (43.7)

Obesity 356 (24.1) 248 (25.7) 108 (21.1)

(Continued)
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Table 1 (Continued).

Characteristics Total Women Men P value

Hypertension, n (%): 0.017

Yes 456 (30.8) 318 (32.9) 138 (26.9)

No 1023 (69.2) 648 (67.1) 375 (73.1)
Diabetes, n (%): 0.148

Yes 84 (5.7) 61 (6.3) 23 (4.5)

No 1395 (94.3) 905 (93.7) 490 (95.5)
Smoking, n (%): <0.001

Never 1159 (78.4) 907 (93.9) 252 (49.1)

Ever or current 320 (21.6) 59 (6.1) 261 (50.9)
Alcohol drinking, n (%): <0.001

Never 1260 (85.2) 955 (98.9) 305 (59.5)

Ever or current 219 (14.8) 11 (1.1) 208 (40.5)
WHR, means ± SD: 0.92 ± 0.05 0.91 ± 0.05 0.93 ± 0.05 0.244

FBG, mmol/L, mean ± SD: 5.82 ± 1.33 5.81 ± 1.31 5.85 ± 1.37 0.593

TC, mmol/L, mean ± SD: 4.78 ± 1.02 4.90 ± 1.01 4.54 ± 1.00 <0.001
TG, mmol/L, mean ± SD: 1.74 ± 1.23 1.81 ± 1.17 1.60 ± 1.31 0.028

HDL-C, mmol/L, mean ± SD: 1.45 ± 0.48 1.49 ± 0.50 1.39 ± 0.43 <0.001

LDL-C, mmol/L, mean ± SD: 2.45 ± 1.00 2.51 ± 1.01 2.32 ± 0.95 <0.001

Table 2 Univariable Analysis of Associated Factors of CP Formation and Plaque Numbers in Women

Characteristics CP Formation P Plaque Numbers P

Yes No ≥2 <2

Total 196 (20.3) 770 (79.7) 85 (43.3) 111 (56.6)

Age, years, mean ± SD: 58.19 ± 9.19 57.09 ± 7.41 0.119 59.33±9.2 57.32±9.13 0.129
Age group, n (%): 0.102 0.026

45–54 years 79 (21.1) 296 (78.9) 27 (34.2) 52 (65.8)

55–64 years 72 (17.5) 339 (82.5) 40 (55.6) 32 (44.4)
≥65 years 45 (25.0) 135 (75.0) 18 (40.0) 27 (60.0)

Education level, n (%): 0.702 0.842
Illiteracy 38 (19.1) 161 (80.9) 18 (47.4) 20 (52.6)

1–6 years 91 (21.5) 332 (78.5) 38 (41.8) 53 (58.2)

>6 years 67 (19.5) 277 (80.5) 29 (43.3) 38 (56.7)
BMI group, n (%): 0.522 0.785

Normal 51 (18.9) 219 (81.1) 20 (39.2) 31 (60.8)

Overweight 98 (21.9) 350 (78.1) 44 (44.9) 54 (55.1)
Obesity 47 (19.0) 201 (81.0) 21 (44.7) 26 (55.3)

Hypertension, n (%): 0.034 0.858

No 119 (18.4) 529 (81.6) 51 (42.9) 68 (57.1)
Yes 77 (24.2) 241 (75.8) 34 (44.2) 43 (55.8)

Diabetes, n (%): 0.651 0.441

No 11 (18.0) 50 (82.0) 79 (42.7) 106 (57.3)
Yes 185 (20.4) 720 (79.6) 6 (54.5) 5 (45.5)

Smoking, n (%): 0.992 0.632

Never 184 (20.3) 723 (79.7) 79 (42.9) 105 (57.1)
Ever or current 12 (20.3) 47 (79.7) 6 (50.0) 6 (50.0)

(Continued)
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Table 2 (Continued).

Characteristics CP Formation P Plaque Numbers P

Yes No ≥2 <2

Alcohol drinking, n (%): 0.182 0.787
Never 192 (20.1) 763 (79.9) 83 (43.2) 109 (56.8)

Ever or current 4 (36.4) 7 (63.6) 2 (50.0) 2 (50.0)

WHR, mean ± SD: 0.92 ± 0.56 0.91 ± 0.05 0.263 90.75 ± 9.62 88.55 ± 8.59 0.093
FBG, mmol/L, mean ± SD: 5.79 ± 1.18 5.81 ± 1.34 0.849 5.86 ± 1.17 5.73 ± 1.20 0.455

TC, mmol/L, mean ± SD: 5.01 ± 1.06 4.88 ± 0.99 0.112 4.94 ± 0.98 5.06 ± 1.11 0.434

TG, mmol/L, mean ± SD: 1.78 ± 1.01 1.81 ± 1.21 0.732 1.85 ± 1.09 1.73 ± 0.94 0.379
HDL-C, mmol/L, mean ± SD: 1.46 ± 0.52 1.50 ± 0.49 0.406 1.41 ± 0.46 1.50 ± 0.56 0.234

LDL-C, mmol/L, mean ± SD: 2.66 ± 1.00 2.47 ± 1.01 0.019 2.75 ± 0.82 2.78 ± 0.92 0.800

Table 3 Univariable Analysis of Associated Factors of CP Formation and Plaque Numbers in Men

Characteristics CP Formation P Plaque Numbers P

Yes No ≥2 <2

Total 149 (29.0) 364 (71.0) 69 (46.3) 80 (53.7)

Age, years, mean ± SD: 59.17 ± 8.41 58.89 ± 7.73 0.719 60.59 ± 8.17 57.95 ± 8.47 0.056
Age group, n (%): 0.854 0.069

45–54 years 43 (27.4) 114 (72.6) 15 (34.9) 28 (65.1)

55–64 years 68 (29.6) 162 (70.4) 31 (45.6) 37 (54.4)
≥65 years 38 (30.2) 88 (69.8) 23 (60.5) 15 (39.5)

Education level, n (%): 0.461 0.298

Illiteracy 11 (36.7) 19 (63.3) 3 (27.3) 8 (72.7)
1–6 years 66 (30.4) 151 (69.6) 34 (51.5) 32 (48.5)

>6 years 72 (27.1) 194 (72.9) 32 (44.4) 40 (55.6)

BMI group, n (%): 0.672 0.951
Normal 50 (27.6) 131 (72.4) 23 (46.0) 27 (54.0)

Overweight 64 (28.6) 160 (71.4) 29 (45.3) 35 (54.7)
Obesity 35 (32.4) 73 (67.6) 17 (48.6) 18 (51.4)

Hypertension, n (%): 0.005 0.399

No 96 (25.6) 279 (74.4) 42 (43.8) 54 (56.3)
Yes 53 (38.4) 85 (61.6) 27 (50.9) 26 (49.1)

Diabetes, n (%): 0.119 0.679

No 139 (28.4) 351 (71.6) 65 (46.8) 74 (53.2)
Yes 10 (43.5) 13 (56.5) 4 (40.0) 6 (60.0)

Smoking, n (%): 0.670 0.536

Never 71 (28.2) 181 (71.8) 31 (43.7) 40 (56.3)
Ever or current 78 (29.9) 183 (70.1) 38 (48.7) 40 (51.3)

Alcohol drinking, n (%): 0.058 0.848

Never 79 (25.9) 226 (74.1) 36 (45.6) 43 (54.4)
Ever or current 70 (33.7) 138 (66.3) 33 (47.1) 37 (52.9)

WHR, mean ± SD: 0.93 ± 0.05 0.93 ± 0.05 0.937 89.8 ± 9.08 89.58 ± 9.09 0.882

FBG, mmol/L, mean ± SD: 5.89 ± 1.34 5.83 ± 1.38 0.638 5.90 ± 1.49 5.88 ± 1.20 0.916
TC, mmol/L, mean ± SD: 4.55 ± 0.88 4.54 ± 1.05 0.905 4.62 ± 0.9 4.49 ± 0.86 0.377

TG, mmol/L, mean ± SD: 1.63 ± 1.49 1.59 ± 1.23 0.781 1.47 ± 0.74 1.77 ± 1.91 0.219

HDL-C, mmol/L, mean ± SD: 1.33 ± 0.40 1.42 ± 0.44 0.031 1.35 ± 0.38 1.30 ± 0.41 0.489
LDL-C, mmol/L, mean ± SD: 2.45 ± 0.92 2.27 ± 0.96 0.058 2.62 ± 0.73 2.41 ± 0.66 0.075
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than non-drinkers (RR = 1.661; 95% CI, 1.112–2.480; P = 0.013). Moreover, each one-SD increase in HDL-C levels
decreased the risk of CP formation by 23.1% (RR = 0.769; 95% CI, 0.607–0.976; P = 0.031) (Table 4).

Discussion
This is the first prospective cohort study that investigated sex-related differences in CP incidence and predictors in a low-
income Chinese population. The incidence of CP was 20.3% and 29.0% in women and in men, respectively. In women,
high LDL-C levels were independent predictors of CP formation; while in men, the predictors of CP formation were
hypertension, alcohol consumption, and low HDL-C levels.

Previous studies have reported that women have more stenosis but less plaque than men.18,19 Consistent with previous
studies, this study found that there was a higher incidence in men than in women. Estrogens play a fundamental role in
most aspects of plaque growth, conferring a cardiovascular advantage in women.20 Moreover, atherosclerosis in men
exhibits inflammatory and histological features that are distinctly different from those in women.21 In addition, relative to
the external carotid artery and the common carotid artery, the internal carotid artery is larger in women than in men, and
women also have a larger outflow than inflow area.22 Bifurcation anatomy has been implicated in the development of
plaque, and sex differences in bifurcation anatomy could partly account for the sex differences in the incidence of CP.

Age is an important risk factor for CP formation, and the relationship between CP formation and age has been
previously reported. The Rotterdam Study reported that age is a strong and independent predictor of CP formation, with
each one-SD increase in age yielding an increased risk of CP formation of 42%.23 The Gutenberg-Heart Study reported
that, in women, each one-SD increase in age increased the risk of CP 1.9-fold; the corresponding increase in men was
2.16-fold.8 However, this trend was not evident in this study for either men or women.

Serum lipids, especially LDL-C and HDL-C, are well-known to have an important influence on CP formation. The Multi-
Ethnic Study of Atherosclerosis (MESA) study reported that HDL-C protected against new plaque formation (OR = 0.97,
P =0.021).24 A Chinese cross-sectional study revealed that high LDL-C levels were associated with a higher risk of CP, but
there was no association between HDL-C levels and CP formation.25 Another Chinese study reported that CP formation is
independently predicted by LDL-C and HDL-C levels (OR = 1.32 and OR= 0.093, respectively).26 A study focused on patients
with familial hypercholesterolemia showed that in women but not men, HDL-C was associated with the presence of CPs; each
one-SD increase in concentration was associated with a 55% decrease in the risk of CP formation.27 In this study, serum lipid

Table 4 Sex Differences of Predictors for CP Formation and Plaque Numbers in Multivariable Analysis

Risk Factors References CP Formation P Plaque Numbers P

RR (95% CI) RR (95% CI)

Men

Hypertension No 1.797 (1.174, 2.751) 0.007 —— ——

Alcohol drinking No 1.661 (1.112, 2.480) 0.013 —— ——

LDL-C —— 1.284 (0.990, 1.666) 0.059 —— ——
HDL-C —— 0.769 (0.607, 0.976) 0.031 —— ——

Women

Age groups: 45–54 years

55–64 years 0.699 (0.481, 1.014) 0.059 0.779 (0.366, 1.659) 0.517
≥65 years 1.071 (0.688, 1.668) 0.761 1.875 (0.880, 3.994) 0.103

Hypertension No 1.359 (0.963, 1.919) 0.081 —— ——

LDL-C —— 1.217 (1.010, 1.461) 0.039 —— ——
WHR —— —— —— —— ——

TG —— —— —— —— ——
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levels showed a sex-related difference in their ability to predict CP formation; high levels of LDL-C in women and low HDL-C
levels in men were associated with higher odds of CP formation.

Hypertension is an important, modifiable risk factor for atherosclerosis. A meta-analysis of eight pooled studies, including
12,474 individuals, reported that hypertension increased the risk of CP formation by 81%.28 A similar association was found in
another meta-analysis that reported that hypertension increased the odds of CP formation by 82% in a Chinese population.6

Several longitudinal studies, including the MESA and Rotterdam studies, also confirmed that hypertension was a strong and
independent predictor of CP formation.23,24,29 Consistent with previous studies, the present study showed that hypertension
was an independent predictor of CP formation, increasing the odds of CP formation by 79.7% in men.

Many studies have shown a J-shaped relationship between alcohol consumption and CIMT; however, the relationship
between alcohol consumption and CP formation has not been sufficiently investigated.30–32 A Korean study reported
a significant positive correlation between alcohol consumption and CP formation, with the odds of CP formation increasing
80% in men who consumed alcohol when compared with that in non-drinking men; the correlation was not observed in
women.33 Another study reported a dose-dependent effect of alcohol consumption on CP formation. A protective effect was
found in men consuming < 50 g/day of alcohol, whereas there was a 2.55-fold higher risk of CP formation associated with
alcohol consumption of > 100 g/day.34 In this study, although we did not collect information on the amount of alcohol
consumed, sex-related differences were observed between drinking and CP formation: men who consumed alcohol demon-
strated a 66.1% greater risk of CP formation than non-drinking men; the association was not observed in women.

There are some limitations in this study. First, the population represented a low-income area of China; thus, the results may
not be generalizable to other areas. Second, only participants aged ≥ 45 years were included; therefore, these findings cannot
be extended to broader age groups. Third, information regarding drug usage, including lipid-lowering drugs, was not collected.
However, due to the low socioeconomic status and lack of secondary prevention education, the frequency of medicine use
within this population would have been low. Therefore, even though medication use information was not collected, such
information would have had limited impact on our results. Finally, plaque severity was assessed as plaque number in this
study, making the assessment incomplete. In actual practice, consideration of severity should take into account the location of
the plaque, whether it causes lumen stenosis, the degree of stenosis, and the nature of the plaque. In follow-up studies, the
plaque property index will be analyzed.

Conclusions
Significant differences were found between men and women regarding the risk of CP formation, suggesting that
associated preventive efforts in rural China will best be tailored by sex. In women, the predictors of CP formation
were high LDL-C levels. In men, the corresponding predictors were hypertension, alcohol consumption, and low levels
of HDL-C. In women, the preventive measures should focus on controlling LDL-C levels, while in men, preventive
measures should more appropriately focus on cessation of alcohol consumption and on control of HDL-C levels.
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