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Introduction: Cognitive decline in the elderly population is a growing concern, and vascular factors, such as hypertension, diabetes, cerebrovascular disease, and coronary heart disease, have been associated with cognitive impairments. This study aims to provide deeper insights into the structure of cognitive function networks under these different vascular factors and explore their potential associations with specific cognitive domains.

Methods: Cognitive function was assessed using a modified Chinese version of the mini-mental state examination (MMSE) scale, and intensity centrality and side weights were estimated by network modeling. The network structure of cognitive function was compared across subgroups by including vascular factors as subgroup variables while controlling for comorbidities and confounders.

Results: The results revealed that cerebrovascular disease and coronary heart disease had a more significant impact on cognitive function. Cerebrovascular disease was associated with weaker centrality in memory and spatial orientation, and a sparser cognitive network structure. Coronary heart disease was associated with weaker centrality in memory, repetition, executive function, recall, attention, and calculation, as well as a sparser cognitive network structure. The NCT analyses further highlighted significant differences between the cerebrovascular disease and coronary heart disease groups compared to controls in terms of overall network structure and connection strength.

Conclusion: Our findings suggest that specific cognitive domains may be more vulnerable to impairments in patients with cerebrovascular disease and coronary heart disease. These insights could be used to improve the accuracy and sensitivity of cognitive screening in these patient populations, inform personalized cognitive intervention strategies, and provide a better understanding of the potential mechanisms underlying cognitive decline in patients with vascular diseases.
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Highlights


-First study to use network analysis to examine the relationship between cognitive function and cardiovascular health.

-Cerebrovascular disease group had weaker centrality in memory and spatial orientation.

-Coronary heart disease group had weaker centrality in temporal orientation, immediate recall and delayed recall.

-Study identified potential associations between the four disorders and cognitive impairments.





1. Introduction

Dementia is a progressive neurocognitive disorder characterized by insidious cognitive and functional decline until death. Mild cognitive impairment (MCI) typically precedes dementia and is characterized by impairment in one or more cognitive domains (World Health Organization [WHO], 2019; GBD 2019 Dementia Forecasting Collaborators, 2022). With the acceleration of population aging, cognitive disorders, including dementia and MCI, have become a significant public health issue, attracting increasing attention from healthcare providers, researchers, and policymakers (Wu et al., 2017). Cognitive decline is often accompanied by neuropsychiatric symptoms and decreased ability to complete daily living activities, negatively impacting the quality of life for patients and caregivers and imposing a heavy burden on their families and society as a whole (Sun et al., 2018). According to estimates by the International Alzheimer’s Association, there are approximately 50 million people with dementia worldwide, a number that is expected to double by 2050, with two-thirds living in low- and middle-income countries (Alzheimer’s Disease International [ADI], 2018). In China, approximately 15 million people aged 60 and older suffer from dementia, with an estimated overall MCI prevalence of 15.5% (Baumgart et al., 2015). The neuropathological changes associated with cognitive decline begin to progress long before clinical manifestation and mostly occur in older age, providing ample time for the implementation of preventive strategies to effectively delay age-related cognitive decline and dementia (Feldman et al., 2014). As there are currently no effective treatments, reducing the risk of cognitive decline and modulating modifiable risk factors to delay disease onset have become important components of prevention strategies (Scheltens et al., 2021).

Numerous risk factors contribute to cognitive decline with varying mechanisms and scopes of damage, including specific neurobiological differences (Bellou et al., 2017; Zhang et al., 2022). Hypertension, diabetes, cerebrovascular disease, and coronary artery disease, common chronic conditions in elderly individuals, are considered to be closely related to cognitive decline (Kivimäki et al., 2019; Ou et al., 2020; Yang et al., 2020; Andrews et al., 2021; Feter et al., 2022). These four vascular factors can be easily identified and subjected to intervention, making them suitable for preventing the development of cognitive impairment and dementia. Although vascular factors share similar pathological mechanisms, including causing damage to small blood vessels, some phenomenological studies have found that the extent and range of cognitive impairment vary among populations with different vascular factors (Skoog et al., 1996; Ray et al., 2016; Xie et al., 2019). With the deepening of pathophysiological research in recent years, researchers have discovered that different vascular factors have varying mechanisms of damaging cognitive function. They produce different inflammatory factors and endogenous hormones, which bind to their corresponding receptors, leading to impaired synaptic, metabolic, and immune responses, and cause differences in brain structure and neural connections (Skoog et al., 1996; Langbaum et al., 2012; Love and Miners, 2016; Niu et al., 2022). For instance, hypertension may impact cognitive function by influencing cerebral blood flow and causing cerebral microvascular damage (Ungvari et al., 2021), while diabetes primarily results in the accumulation of abnormally folded amyloid-beta peptide (Aβ) and tau protein in amyloid plaques and neurofibrillary tangles, as well as various forms of vascular injury (Moran et al., 2015; Xue et al., 2019). Cerebrovascular disease may disrupt brain tissue structure and function through localized or global cerebral ischemia and induce brain infarction or hemorrhage (Gorelick et al., 2011), whereas coronary artery disease might affect brain blood flow and oxygen supply by impacting cardiac pumping function and causing microemboli (Wolters et al., 2018). The specific range of cognitive impairment caused by different risk factors requires further elucidation to develop personalized intervention measures.

Network analysis has been widely applied in recent years to the research and description of psychological traits and psychiatric symptoms (van Borkulo et al., 2014; Borsboom, 2017). It directly utilizes observable variables, such as attitudes, feelings, and behaviors, as nodes and employs regularization techniques to establish partial correlation networks between these variables (Epskamp et al., 2012). This approach supplements traditional factor analysis and latent variable research methods, providing novel insights for better understanding human psychological phenomena and exploring the structure of psychiatric disorders (Epskamp and Fried, 2018). When cognitive conditions are viewed from a network theory perspective, dimensions and domains interact directly and continuously (van Loo et al., 2018). The presence of different risk factors may affect the pathway and intensity of the connections between these symptoms, potentially leading to individual differences in developmental obstacles.

To date, no studies have used network analysis to explore the potential relationship between cognitive function and cardiovascular health in older adults. In this study, we present cognitive ability scales in a network format to display the characteristics of cognitive function network structure in older adults more clearly. By using vascular factors as grouping variables, we compared the cognitive function network structures of different subgroups and investigated the potential impact of vascular factors on cognitive abilities. Simultaneously, we established graphical models to identify core nodes and modules in cognitive function networks of the various vascular factors, which may serve as key elements for future disease identification and intervention. This approach provides guidance for developing personalized intervention measures tailored to different risk factors.



2. Materials and methods


2.1. Participants

This cross-sectional survey was conducted from September 2018 to June 2022 using a convenience snowball sampling method. The study population consisted of older adults residing in communities, nursing homes, townships, and hospitals in Liaoning Province, China. Selection criteria included the following: (1) individuals aged 60 years and older; (2) individuals residing in the survey area for at least 6 months; (3) individuals without moderate to severe visual or hearing impairment, motor dysfunction, language barriers, or other conditions that may affect cognitive function measurement; (4) individuals without a clinical diagnosis of dementia or severe mental illness; (5) individuals currently in a stable physical condition without medication non-compliance; and (6) participants who voluntarily participated in the study and signed informed consent forms. Individuals with severe diseases, terminal illnesses, or complete bedridden disability were excluded. The study protocol was approved by the Human Ethics Committee of China Medical University.



2.2. Procedure

Upon meeting the study’s inclusion criteria, being informed of the research purpose, and signing the informed consent form, participants underwent clinical interviews conducted by trained researchers. Relevant demographic information (age, sex, education level, hypertension, diabetes, cerebrovascular disease, coronary heart disease, and history of psychological trauma) was collected, and cognitive function assessment tests were completed.



2.3. Cognition assessment

The mini-mental state examination (MMSE) is primarily utilized for screening dementia patients, assessing the severity of cognitive impairment, and monitoring disease progression (Tombaugh and McIntyre, 1992). Due to its ease of use and short administration time (5–10 min), the MMSE has been widely adopted both domestically and internationally. In this study, we used the Chinese mini-mental status (CMMS) (Zhang et al., 1990), a Chinese version of the MMSE revised by Zhang Mingyuan, to assess cognitive function. Its validity and reliability have been proven previously (Wu et al., 2022). The CMMS is a fundamental tool for evaluating overall cognitive function, with a maximum achievable score of 30 points. It contains five subsets, orientation, registration, attention and calculation, recall, and language and visual construction, with a total of thirty items, each rated on a scale of 0 to 1.



2.4. Data analysis

We used EpiData 3.1 software to input information from paper questionnaires. Data entry and validation were independently completed by two researchers, eliminating any inconsistencies or logical errors in the basic information. After ensuring accuracy, a database was established. We monitored missing data patterns in the collected data and utilized R 4.1.3 software (R Core Team, 2022) and the mice package (van Buuren and Groothuis-Oudshoorn, 2011) for data computation, missing data imputation, and model validation. For values meeting the conditions for multiple imputation, the data were imputed using the software package.


2.4.1. Network model construction

The construction of the network model was performed with R 4.1.3 software (R Core Team, 2022). Networks consist of “nodes” and “edges,” with each symptom considered a node and the association between two symptoms treated as an edge (Borsboom and Cramer, 2013; van Borkulo et al., 2015). Blue and green edges represent positive correlations and red edges represent negative correlations between symptoms, and edge thickness indicates the strength of their association. The magnitude of an edge weight reflects the strength of the association, with higher absolute values indicating stronger associations and lower absolute values indicating weaker associations. Nodes with stronger connections to other nodes are closer to the center of the network, while nodes with fewer connections are distributed around the network’s periphery. Each color node in the network represents a subset (e.g., different cognitive domains, cardiovascular disease prevalence, covariates).

Since the data in this study did not follow a normal distribution, we employed the “IsingFit” package (van Borkulo et al., 2014) in R 4.1.3, using an Ising model based on binary data to construct a computationally efficient model for estimating network structure. To improve the sensitivity of the network model in detecting changes in cognitive function, we encoded the scores of the 30 MMSE items as binary data, with the minimum sample size for each network estimated to be ten times the number of nodes (van der Ploeg et al., 2014). We then applied the graphical least absolute shrinkage and selection operator (GLASSO) to introduce a penalty factor, removing relatively weak connections in the network to obtain a more stable and easily interpretable regularized sparse network. The statistical analysis and visualization features of these networks were implemented using the R packages “qgraph” (Epskamp et al., 2014) and “glasso” (Friedman et al., 2014).



2.4.2. Network estimation and centrality measurements

We estimated network models ranging from simple to complex. In the network models, nodes represent variables, and edges between nodes represent conditional dependencies, which can be understood as partial correlations. Centrality parameters for each node can be assessed as strength, closeness, and betweenness (Bringmann et al., 2013). Since closeness and betweenness may be unreliable in the cognitive network model presented in this study (Bringmann et al., 2019), we primarily focused on the effects of strength centrality. Strength centrality is reported as standardized z scores, a high centrality Z score for a cognitive domain indicates that it plays a more central role in the network, with stronger connections to other nodes and potentially greater impact on cognitive function.

Before interpreting centrality estimates, we assessed network stability using a case deletion bootstrap approach. We removed varying proportions of samples, ranging from 10 to 75%, and estimated the network model using only the remaining data. By calculating the correlation between bootstrap measures for the subset models and the original subset models, we evaluated the robustness of the estimated parameters, which should theoretically be higher than 0.25 (Armour et al., 2017).



2.4.3. Covariates and network comparisons

We explored the potential effects of four disease factors on cognitive abilities by comparing the cognitive function network structures of subgroups using these factors as grouping variables. Specifically, we divided the population into eight subsets within four subgroups: with and without diabetes, with and without hypertension, with and without cerebrovascular disease, and with and without coronary heart disease. Based on previous research (Harada et al., 2013; Baumgart et al., 2015; Maccora et al., 2020; Levine et al., 2021), we selected sex, age, and educational level as covariates. For each subgroup, we included the presence of the other three diseases, sex, age, and educational level as covariates in the network to control for comorbidities and other confounding factors related to cognition that may affect the cognitive network structure. The network comparison test (NCT) was used to compare the overall network structure and the global strength of connections of the two subset cognitive network models within each subgroup (van Borkulo et al., 2022) to explore the potential impact of the presence or absence of the cardiovascular health-related factors under investigation on the cognitive network structure. “Overall network structure” refers to the assumption that the entire network (i.e., the specific pattern of edges connecting nodes) is the same between groups. “Global strength of connections” refers to the assumption that the total absolute sum of all edges is the same across the network.

In all analyses, results with p < 0.05 were considered statistically significant. The code for network analysis can be found at https://osf.io/vh825/?view_only=e18be553d28047788e5dfbc9303a2817. We also provide the model outputs to make the analysis reproducible.





3. Results


3.1. Sample characteristics

A total of 2,225 valid questionnaires were collected. The study included 1,152 men (51.8%) and 1,073 women (48.2%). The average age was 72.44 ± 9.63 years. Regarding education level, 400 participants (18.0%) had a college degree or higher, 991 (44.5%) had a high school education, 781 (35.1%) had a primary school education, and 53 (2.4%) were illiterate. There were 921 individuals (41.3%) with hypertension, 381 (17.1%) with diabetes, 732 (32.8%) with cerebrovascular disease, and 484 (21.7%) with coronary heart disease. The average MMSE score for the study population was 26.21 ± 3.16. Table 1 displayed the recoded MMSE items.


TABLE 1    Recoded mini-mental state examination items and frequencies (%).

[image: Table 1]



3.2. MMSE total score model

To investigate the network relationships between the MMSE total score and cerebrovascular disease, coronary heart disease, hypertension, and diabetes in the elderly population, two network model structures were constructed, as shown in Figure 1. Figure 1A displayed a negative correlation between the MMSE total score and the prevalence of the four vascular diseases in the elderly population. Additionally, there was a positive association among the four diseases. Figure 1B is based on Figure 1A with the additional three covariates of sex, age, and educational level. After adjusting for these covariates, the association patterns and strengths between the MMSE total score and the four diseases changed. This suggests that when analyzing the relationship between cognitive function and cardiovascular factors, potential confounders such as age, sex, and educational level need to be considered. These factors may have an impact on cognitive function or interact with the four disease factors.


[image: image]

FIGURE 1
Networks showing the mini-mental state examination (MMSE) total score model (A) and the model after controlling for covariates (B). The thicknesses of lines represent the strength of the correlation. Blue lines represent positive correlations, whereas red lines represent negative correlations.




3.3. MMSE individual score items network model

Next, two network models, as shown in Figure 2, were constructed to evaluate the relationship between the 30 MMSE items individually and the prevalence of the four diseases in the entire population. Figure 2A presents a network model without considering sex, age, and educational level. This model showed extensive connections among different cognitive domains and within individual cognitive domains, as well as connections between the four diseases and various cognitive domains. In this model, the strength centrality z scores for hypertension, diabetes, cerebrovascular disease, and coronary heart disease were −1.696, −0.478, −1.679, and −0.903, respectively, indicating their relative importance in the network.
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FIGURE 2
Networks showing the mini-mental state examination (MMSE) individual score model (A) and the model after controlling for covariates (B). Circles indicate nodes (MMSE item) and lines indicate edges (association between two symptoms). The thicknesses of lines represent the strength of the correlation. Nodes with the same color belong to the same community. Green lines represent positive correlations, whereas red lines represent negative correlations.


Figure 2B incorporated sex, age, and educational level as covariates into the cognitive network model. This led to a change and reorganization of the cognitive function network structure. After adding these covariates, the nodes representing the four diseases occupied more central positions in the network, and the connections with various cognitive domains were strengthened. In this adjusted model, the strength centrality z scores for hypertension, diabetes, cerebrovascular disease, and coronary heart disease were −1.533, −0.403, −1.152, and −0.355, respectively. After considering the three covariates of sex, age, and educational level, the importance of the four diseases in the cognitive function network increased. This implies that the impact of the four vascular factors on the cognitive function structure may be modulated by age, sex, and educational level. Subsequent network model construction and comparison will adjust for the influence of these three confounding factors.



3.4. Comparison of network models divided by vascular factors

Next, we divided the population into eight subsets within four subgroups according to the presence or absence of hypertension, diabetes, cerebrovascular disease, and coronary heart disease.


3.4.1. Hypertension group

Figures 3A, B showed the cognitive network structures of the two groups of people with hypertension (n = 921) and without hypertension (n = 1,304), respectively. Figure 3C displayed the centrality indices of each node in the network analysis. In the group with hypertension, the three items in spatial orientation were the three nodes with the highest centrality (OS1, z = 1.698; OS3, z = 1.553; OS2, z = 1.304). In the group without hypertension, the nodes with the highest centrality were memory (R3, z = 1.566), time orientation (OT3, z = 1.496), and spatial orientation (OS3, z = 1.280).
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FIGURE 3
Cognitive network structures in participants with and without hypertension, and centrality indices of each node. (A) Shows the cognitive network structure for participants with hypertension, and (B) presents the structure for those without hypertension. (C) Displays the centrality indices (Z-scores) of each node in the network analysis. Nodes with the same color belong to the same community. Edges indicate the strength and direction of associations between nodes: green lines represent positive correlations, and red lines represent negative correlations. The thickness of the edges corresponds to the magnitude of the correlations, with thicker lines indicating stronger associations. The centrality Z-score reflects the importance of a node in the network; the higher the centrality, the greater its influence within the network.


In the hypertension group, the internal connections of cognitive functions were mostly positive, with 446 positive connections and a sum of non-standardized partial correlation coefficients of 231.48. The most heavily weighted edges occurred in the naming ability module (LN1–LN2, edge weight = 4.113), followed by the spatial orientation module (OS1–OS2, edge weight = 2.816; OS2–OS3, edge weight = 2.210). In the group without hypertension, there were 425 positive connections, with a sum of partial correlation coefficients of 300.152. The most heavily weighted edges occurred in the naming ability module, followed by the attention and calculation module (A4–A5, edge weight = 2.816) and the connection between reading ability and writing ability modules (LR1-LEx1, edge weight = 2.703). Edge weights with 95% confidence intervals are available in the Supplementary information.1

The NCT results showed that there were no significant differences in the overall network structure between the two groups (hypertension group vs. non-hypertension group: M = 2.783, p = 0.415). In terms of global connectivity strength, there was also no significant difference between the two groups (hypertension group vs. non-hypertension group: S = 10.86, p = 0.275).



3.4.2. Diabetes group

Figures 4A, B showed the cognitive network structures of the two groups of people with diabetes (n = 381) and without diabetes (n = 1,844), respectively. Figure 4C displayed the centrality indices of each node in the network analysis. In the group with diabetes, the node with the highest centrality was OS1 (z = 2.608), followed by OT5 (z = 1.802) and OS2 (z = 1.738). In the group without diabetes, the node with the highest centrality was OS3 (z = 2.629), followed by R1 (z = 1.731) and R2 (z = 1.112).
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FIGURE 4
Cognitive network structures in participants with and without diabetes, and centrality indices of each node. (A) Shows the cognitive network structure for participants with diabetes, and (B) presents the structure for those without diabetes. (C) Displays the centrality indices (Z-scores) of each node in the network analysis. Nodes with the same color belong to the same community. Edges indicate the strength and direction of associations between nodes: green lines represent positive correlations, and red lines represent negative correlations. The thickness of the edges corresponds to the magnitude of the correlations, with thicker lines indicating stronger associations. The centrality Z-score reflects the importance of a node in the network; the higher the centrality, the greater its influence within the network.


In the diabetes group, there were 389 positive connections, with a sum of partial correlation coefficients of 379.84. The most heavily weighted edges occurred between the time orientation module and the memory module (OT5-R1, edge weight = 4.122), followed by within the time orientation module (OT4–OT5, edge weight = 3.861) and the executive function module (LE2–LE3, edge weight = 3.018). In the group without diabetes, there were 442 positive connections, with a sum of partial correlation coefficients of 291.04. The most heavily weighted edges occurred in the naming ability module (LN1–LN2, edge weight = 4.847), followed by the attention and calculation module (A4–A5, edge weight = 2.575) and the connection between the reading ability module and the writing ability module (LR1-LEx1, edge weight = 2.453). Edge weights with 95% confidence intervals can be found in the Supplementary information.

The NCT results showed that there were no significant differences in the overall network structure between the two groups (diabetes group vs. non-diabetes group: M = 4.730, p = 0.267). In terms of global connectivity strength, there was also no significant difference between the two groups (diabetes group vs. non-diabetes group: S = 32.24, p = 0.467).



3.4.3. Cerebrovascular disease group

Figures 5A, B showed the cognitive network structures of the two groups of people with cerebrovascular disease (n = 732) and without cerebrovascular disease (n = 1,493), respectively. Figure 5C displayed the centrality indices of each node in the network analysis. In the group with cerebrovascular disease, the node with the highest centrality was LN1 (z = 2.804), followed by D1 (z = 1.192) and A3 (z = 1.126). In the group without cerebrovascular disease, the node with the highest centrality was R1 (z = 2.189), followed by LN1 (z = 1.755) and OT5 (z = 1.423).
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FIGURE 5
Cognitive network structures in participants with and without cerebrovascular disease, and centrality indices of each node. (A) Shows the cognitive network structure for participants with cerebrovascular disease, and (B) presents the structure for those without cerebrovascular disease. (C) Displays the centrality indices (Z-scores) of each node in the network analysis. Nodes with the same color belong to the same community. Edges indicate the strength and direction of associations between nodes: green lines represent positive correlations, and red lines represent negative correlations. The thickness of the edges corresponds to the magnitude of the correlations, with thicker lines indicating stronger associations. The centrality Z-score reflects the importance of a node in the network; the higher the centrality, the greater its influence within the network.


In the cerebrovascular disease group, there were 419 positive connections, with a sum of partial correlation coefficients of 232.07. The most heavily weighted edges occurred in the naming ability module (LN1–LN2, edge weight = 2.09), followed by the attention and calculation module (A4–A5, edge weight = 2.082) and the time orientation module (OT2–OT3, edge weight = 2.009). In the group without cerebrovascular disease, there were 432 positive connections, with a sum of partial correlation coefficients of 292.15. The most heavily weighted edges occurred in the naming ability module (LN1–LN2, edge weight = 4.917), followed by the attention and calculation module (A4–A5, edge weight = 2.752) and the connection between the reading ability module and the writing ability module (LR1-LEx1, edge weight = 2.549). Edge weights with 95% confidence intervals can be found in Supplementary information. The NCT results showed that there were no significant differences in the overall network structure between the two groups (cerebrovascular disease group vs. non-cerebrovascular disease group: M = 2.178, p = 0.835). However, there was a significant difference in global connectivity strength between the two groups (cerebrovascular disease group vs. non-cerebrovascular disease group: S = 27.218, p = 0.045).



3.4.4. Coronary heart disease group

Figures 6A, B showed the cognitive network structures of the two groups of people with coronary heart disease (n = 484) and without coronary heart disease (n = 1,741), respectively. Figure 6C displayed the centrality indices of each node in the network analysis. In the group with coronary heart disease, the node with the highest centrality was A3 (z = 2.183), followed by OS3 (z = 1.952) and OT3 (z = 1.914). In the group without coronary heart disease, the node with the highest centrality was OS3 (z = 1.678), followed by OT5 (z = 1.672) and D1 (z = 1.438).
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FIGURE 6
Cognitive network structures in participants with and without coronary heart disease, and centrality indices of each node. (A) Shows the cognitive network structure for participants with coronary heart disease, and (B) presents the structure for those without coronary heart disease. (C) Displays the centrality indices (Z-scores) of each node in the network analysis. Nodes with the same color belong to the same community. Edges indicate the strength and direction of associations between nodes: green lines represent positive correlations, and red lines represent negative correlations. The thickness of the edges corresponds to the magnitude of the correlations, with thicker lines indicating stronger associations. The centrality Z-score reflects the importance of a node in the network; the higher the centrality, the greater its influence within the network.


In the coronary heart disease group, there were 405 positive connections, with a sum of partial correlation coefficients of 213.07. The most heavily weighted edges occurred in the naming ability module (LN1–LN2, edge weight = 2.09), followed by the attention and calculation module (A4–A5, edge weight = 2.082) and the time orientation module (OT2–OT3, edge weight = 2.009). In the group without coronary heart disease, there were 421 positive connections, with a sum of partial correlation coefficients of 299.39. The most heavily weighted edges occurred in the naming ability module (LN1–LN2, edge weight = 4.731), followed by the attention and calculation module (A4–A5, edge weight = 2.753) and the connection between the reading ability module and the writing ability module (LR1-LEx1, edge weight = 2.127). Edge weights with 95% confidence intervals can be found in Supplementary information.

The NCT results showed that there were significant differences in the overall network structure between the two groups (coronary heart disease group vs. non-coronary heart disease group: M = 4.608, p = 0.05). Furthermore, there was a significant difference in global connectivity strength between the two groups (coronary heart disease group vs. non-coronary heart disease group: S = 45.386, p < 0.001).





4. Discussion

To the best of our knowledge, this is the first study to employ network analysis to explore the association between cognitive functioning and cardiovascular health. We presented the structure of the MMSE scale in the form of a network. By dividing the population into four subgroups according to the presence or absence of hypertension, diabetes, cerebrovascular disease, and coronary heart disease and controlling for potential confounding factors, we compared the differences between cognitive network structures to examine the potential impact of these risk factors on cognitive function. Furthermore, by identifying the core nodes of the cognitive networks in each subgroup, we highlight their importance for future disease identification and intervention.

In the first part of this study, we employed network models to estimate the relationship between the total MMSE scores of elderly individuals and cerebrovascular disease, coronary heart disease, hypertension, and diabetes. The results showed a negative correlation between cognitive functioning scores and the prevalence of these four vascular-related diseases, indicating that cognitive functioning might be impaired as these diseases develop and progress. The interrelatedness of the disease prevalence suggests that they may share some similar pathological mechanisms and risk factors (Iadecola, 2010; Gorelick et al., 2011).

In the second part of this study, we assessed the network models for the 30 items of the MMSE and the prevalence of the four diseases for the entire population. The results revealed that the prevalence of the four diseases was associated with network nodes across various cognitive domains, indicating that the presence of these diseases has a certain degree of impact on individual cognitive domains as well as overall cognitive functioning. This finding aligns with the studies by Manschot et al. (2006) and Debette et al. (2010), who found that vascular changes might affect multiple cognitive domains, such as memory, executive function, and attention. Vascular factors may influence cognitive functioning through various pathways, such as ischemia, hypoxia, neuroinflammation, and alterations in cerebrovascular reactivity (Kivipelto et al., 2001; Gorelick et al., 2011).

In the third part of this study, we constructed eight network models within the four disease subgroups to explore the potential impact of these diseases on cognitive functioning. We found that, patients in the hypertension group showed reduced centrality in time orientation, delayed recall, repetition, and reading abilities. However, a compensatory increase in the centrality of spatial orientation was observed. These results provide insights into the differential impact of hypertension on specific cognitive domains. Our findings are consistent with some previous studies that identified an association between hypertension and cognitive decline. For example, a study by Elias et al. (2012) and Sun et al. (2020) suggested that hypertension is related to declines in several cognitive domains, including memory, attention, and executive function. Similarly, Iadecola and colleagues (Iadecola et al., 2016) found that hypertension could lead to cognitive impairments by altering cerebral blood flow and inducing microvascular damage. The compensatory increase in spatial orientation centrality observed in our study is an intriguing finding, suggesting that hypertensive patients may rely more on their spatial orientation abilities to counteract declines in other cognitive functions. This phenomenon has been described as cognitive control, where the brain develops alternative neural pathways to maintain cognitive performance in the face of brain injury or disease (Hillary, 2008). The potential mechanisms underlying the cognitive changes observed in the hypertension group may be related to the adverse effects of hypertension on cerebral blood flow regulation and the blood–brain barrier (Iadecola, 2013). Additionally, chronic hypertension is associated with white matter lesions and cerebral microbleeds, which can disrupt neural connections and lead to cognitive decline (Debette and Markus, 2010). The NCT revealed no statistically significant differences, indicating that the cognitive impairments caused by hypertension may be in their early stages and that the differences have not yet reached significance.

In the diabetes group, patients showed reduced centrality in repetition and naming abilities. Our findings are consistent with some previous studies, such as the study by Biessels et al. (2006), which demonstrated that diabetic patients have an increased risk of cognitive dysfunction, particularly in memory, attention, and executive function domains. Another study by Cukierman et al. (2005) reported that diabetes is associated with a moderate decline in cognitive function, with a greater decline for individuals with poor glycemic control. Other confounding factors, such as glycemic control, duration of diabetes, or the presence of diabetes complications, may also influence the relationship between diabetes and cognitive function (Umegaki, 2014). The potential mechanisms underlying the cognitive changes observed in diabetic patients may be related to the adverse effects of hyperglycemia on the cerebrovascular system and neuronal function (Biessels et al., 2008; Grabenhenrich and Roll, 2014). Additionally, insulin resistance and chronic inflammation, which are common in diabetic patients, are associated with the development of cognitive impairments (Brownlee, 2001; Yaffe et al., 2004). The NCT revealed no statistically significant differences, suggesting that cognitive impairments may be in their early stages.

In the cerebrovascular disease group, patients exhibited weaker centrality in memory and spatial orientation. Moreover, the cognitive network structure became sparser, and the connections within cognitive domains were weaker. The NCT revealed significant differences in the overall strength of the intergroup network connections, indicating that cerebrovascular disease, a more advanced disease state, may have a more substantial impact on cognitive function than hypertension and diabetes. Cerebrovascular disease may disrupt the integrity of brain functional networks. Our findings are consistent with previous studies, showing that cerebrovascular disease is associated with a decline in cognitive abilities, particularly in memory and spatial orientation domains. A study by Jokinen et al. (2006) found that memory and executive functions were significantly impaired in patients with subcortical ischemic vascular disease. Similarly, a meta-analysis by Debette et al. (2011) reported that cerebrovascular disease is associated with a decline in cognitive abilities and an increased risk of dementia. The potential mechanisms underlying these observations may involve white matter lesions and cerebral small vessel disease, which are common in cerebrovascular disease patients and are associated with a decline in cognitive abilities (Pantoni, 2010; Prins and Scheltens, 2015). Additionally, impaired cerebral blood flow and the presence of cerebral microbleeds may contribute to the cognitive changes observed in cerebrovascular disease patients (Iadecola, 2013). Reduced cerebral blood flow could result in an insufficient oxygen and nutrient supply to the brain, ultimately leading to neuronal dysfunction and cognitive impairments (Iadecola, 2010).

In the coronary heart disease group, patients exhibited weaker centrality in memory, repetition, executive function, recall, attention, and calculation. In addition, the cognitive network structure became sparser, and connections within each cognitive domain were further weakened. The NCT revealed significant differences in the overall network structure and overall connection strength. Coronary heart disease may have a more substantial impact on cognitive function. Our findings are consistent with previous research, showing a relationship between coronary heart disease and cognitive decline in multiple domains. A study by Kure et al. (2016) found that coronary heart disease patients exhibited impairments in memory, attention, and executive function. Kresge et al. (2018) found that in subclinical cardiac disease, patients had poorer visual-spatial immediate recall, visual-spatial delayed recall, and verbal delayed recall. Similarly, a meta-analysis by Yang et al. (2020) reported that coronary heart disease is associated with a decline in cognitive abilities and an increased risk of dementia. The changes in centrality and sparse cognitive network structure observed in our study may be attributed to several underlying mechanisms. One possibility is that coronary heart disease can lead to chronic cerebral hypoperfusion, which in turn may result in neuronal dysfunction and cognitive impairments (Gorelick et al., 2011; Abete et al., 2014). Additionally, microvascular dysfunction and endothelial dysfunction, which are common in coronary heart disease, are associated with cognitive decline (Corona et al., 2012; Shabir et al., 2018).



5. Limitations

The current study has several limitations that should be considered when interpreting the results. First, given that this is an exploratory study using cross-sectional data, we could only identify possible associations between the four diseases and cognitive function, but causal inferences cannot be made. Second, the study estimated the networks based on group-level data. Inferring individual patients’ neurocognitive function from group-level data may be problematic, as the average situation of a population might not necessarily be relevant to individual patients. Future network studies could utilize longitudinal data to investigate individual differences and population patterns in neurocognitive function. Another advantage of using longitudinal data is the opportunity to statistically model the temporal dynamics of neurocognitive function, which may help elucidate patterns of cognitive impairment. Third, although we corrected for co-occurrence between diseases and the influence of factors such as gender, age, and education, there may still be other potential confounding factors that have not been accounted for in our analysis. Finally, we studied only four common cardiovascular-related chronic diseases of elderly individuals: hypertension, diabetes, cerebrovascular disease and coronary heart disease. Future studies could explore other potential risk factors and their relationship with cognitive function to gain a more comprehensive understanding of the influencing factors and protective mechanisms for cognitive function in the elderly population.



6. Conclusion

In summary, our exploratory analysis identified potential associations between four diseases and impairments in different cognitive domains. Our findings suggest that when screening for cognitive function in specific populations, greater attention should be given to the scores in particular cognitive domains to improve the accuracy and sensitivity of the screening. This may also provide useful insights for developing personalized cognitive intervention strategies for patients with cardiovascular diseases. Future research should further explore the potential mechanisms and intervention measures to prevent or mitigate cognitive decline in this population.



Data availability statement

The datasets presented in this study can be found in online repositories. The names of the repository/repositories and accession number(s) can be found below: https://osf.io/vh825/?view_only=e18be553d28047788e5dfbc9303a2817.



Ethics statement

The study protocol was approved by the Human Ethics Committee of China Medical University. The participants provided their written informed consent to participate in this study.



Author contributions

YW: conceptualization, methodology, software, investigation, and writing—original draft. HZ: writing—review and editing, validation, and formal analysis. LL: writing—review and editing. ZL and JW: investigation. YaZ: formal analysis. YX: data curation and project administration. YiZ: project administration. YT: writing—review and editing, supervision, project administration, and funding acquisition. All authors contributed to the article and approved the submitted version.



Funding

This work was supported by the National Key R&D Program of China (Grant #2018YFC1311600 and 2016YFC1306900 to YT), the Shenyang Science and Technology Planning Project (Grant #22-321-32-06 to YT), and the Basic Scientific Research Projects of Universities of Liaoning Province (LJKMZ20221214 to YiZ).



Acknowledgments

We thank the Department of Psychiatry, Department of Geriatrics, and the Department of Clinical Epidemiology at the First Hospital of China Medical University for their support in this work.



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.


Footnotes

1     https://osf.io/vh825/?view_only=e18be553d28047788e5dfbc9303a2817


References

Abete, P., Della-Morte, D., Gargiulo, G., Basile, C., Langellotto, A., Galizia, G., et al. (2014). Cognitive impairment and cardiovascular diseases in the elderly. A heart-brain continuum hypothesis. Ageing Res. Rev. 18, 41–52. doi: 10.1016/j.arr.2014.07.003

Alzheimer’s Disease International [ADI] (2018). World Alzheimer Report 2018. The state of the art of dementia research: New frontiers. Available online at: https://www.alzint.org/u/WorldAlzheimerReport2018.pdf (accessed May 2023).

Andrews, S. J., Fulton-Howard, B., O’Reilly, P., Marcora, E., and Goate, A. M. (2021). Causal associations between modifiable risk factors and the Alzheimer’s phenome. Ann. Neurol. 89, 54–65. doi: 10.1002/ana.25918

Armour, C., Fried, E. I., Deserno, M. K., Tsai, J., and Pietrzak, R. H. (2017). A network analysis of DSM-5 posttraumatic stress disorder symptoms and correlates in U.S. military veterans. J. Anxiety Disord. 45, 49–59. doi: 10.1016/j.janxdis.2016.11.008

Baumgart, M., Snyder, H. M., Carrillo, M. C., Fazio, S., Kim, H., and Johns, H. (2015). Summary of the evidence on modifiable risk factors for cognitive decline and dementia: A population-based perspective. Alzheimers Dement. 11, 718–726. doi: 10.1016/j.jalz.2015.05.016

Bellou, V., Belbasis, L., Tzoulaki, I., Middleton, L. T., Ioannidis, J. P. A., and Evangelou, E. (2017). Systematic evaluation of the associations between environmental risk factors and dementia: An umbrella review of systematic reviews and meta-analyses. Alzheimers Dement. 13, 406–418. doi: 10.1016/j.jalz.2016.07.152

Biessels, G. J., Deary, I. J., and Ryan, C. M. (2008). Cognition and diabetes: A lifespan perspective. Lancet Neurol. 7, 184–190. doi: 10.1016/s1474-4422(08)70021-8

Biessels, G. J., Staekenborg, S., Brunner, E., Brayne, C., and Scheltens, P. (2006). Risk of dementia in diabetes mellitus: A systematic review. Lancet Neurol. 5, 64–74. doi: 10.1016/s1474-4422(05)70284-2

Borsboom, D. (2017). A network theory of mental disorders. World Psychiatry 16, 5–13. doi: 10.1002/wps.20375

Borsboom, D., and Cramer, A. O. (2013). Network analysis: An integrative approach to the structure of psychopathology. Annu. Rev. Clin. Psychol. 9, 91–121. doi: 10.1146/annurev-clinpsy-050212-185608

Bringmann, L. F., Elmer, T., Epskamp, S., Krause, R. W., Schoch, D., Wichers, M., et al. (2019). What do centrality measures measure in psychological networks? J. Abnorm. Psychol. 128, 892–903. doi: 10.1037/abn0000446

Bringmann, L. F., Vissers, N., Wichers, M., Geschwind, N., Kuppens, P., Peeters, F., et al. (2013). A network approach to psychopathology: New insights into clinical longitudinal data. PLoS One 8:e60188. doi: 10.1371/journal.pone.0060188

Brownlee, M. (2001). Biochemistry and molecular cell biology of diabetic complications. Nature 414, 813–820. doi: 10.1038/414813a

Corona, A. W., Fenn, A. M., and Godbout, J. P. (2012). Cognitive and behavioral consequences of impaired immunoregulation in aging. J. Neuroimmune Pharmacol. 7, 7–23. doi: 10.1007/s11481-011-9313-4

Cukierman, T., Gerstein, H. C., and Williamson, J. D. (2005). Cognitive decline and dementia in diabetes–systematic overview of prospective observational studies. Diabetologia 48, 2460–2469. doi: 10.1007/s00125-005-0023-4

Debette, S., and Markus, H. S. (2010). The clinical importance of white matter hyperintensities on brain magnetic resonance imaging: Systematic review and meta-analysis. BMJ 341:c3666. doi: 10.1136/bmj.c3666

Debette, S., Beiser, A., DeCarli, C., Au, R., Himali, J. J., Kelly-Hayes, M., et al. (2010). Association of MRI markers of vascular brain injury with incident stroke, mild cognitive impairment, dementia, and mortality: The Framingham Offspring Study. Stroke 41, 600–606. doi: 10.1161/strokeaha.109.570044

Debette, S., Seshadri, S., Beiser, A., Au, R., Himali, J. J., Palumbo, C., et al. (2011). Midlife vascular risk factor exposure accelerates structural brain aging and cognitive decline. Neurology 77, 461–468. doi: 10.1212/WNL.0b013e318227b227

Elias, M. F., Goodell, A. L., and Dore, G. A. (2012). Hypertension and cognitive functioning: A perspective in historical context. Hypertension 60, 260–268. doi: 10.1161/HYPERTENSIONAHA.111.186429

Epskamp, S., and Fried, E. I. (2018). A tutorial on regularized partial correlation networks. Psychol. Methods 23, 617–634. doi: 10.1037/met0000167

Epskamp, S., Cramer, A. O. J., Waldorp, L. J., Schmittmann, V. D., and Borsboom, D. (2012). qgraph: Network visualizations of relationships in psychometric data. Sci. Rep. 4:5918.

Epskamp, S., Cramer, A. O. J., Waldorp, L. J., Schmittmann, V. D., and Borsboom, D. (2014). qgraph: Network visualizations of relationships in psychometric data. J. Stat. Softw. 48, 1–18.

Feldman, H. H., Haas, M., Gandy, S., Schoepp, D. D., Cross, A. J., Mayeux, R., et al. (2014). Alzheimer’s disease research and development: A call for a new research roadmap. Ann. N. Y. Acad. Sci. 1313, 1–16. doi: 10.1111/nyas.12424

Feter, N., Mielke, G. I., Cunha, L., Leite, J. S., Dumith, S. C., and Rombaldi, A. J. (2022). Can physical activity attenuate the impact of cardiovascular risk factors in the incidence of dementia? Findings from a population-based cohort study. Psychiatry Res. 317:114865. doi: 10.1016/j.psychres.2022.114865

Friedman, J., Hastie, T., and Tibshirani, R. (2014). glasso: Graphical lasso- estimation of Gaussian graphical models (version 1.8). Available online at: https://CRAN.R-project.org/package=glasso (accessed May 2023).

GBD 2019 Dementia Forecasting Collaborators (2022). Estimation of the global prevalence of dementia in 2019 and forecasted prevalence in 2050: An analysis for the Global Burden of Disease Study 2019. Lancet Public Health 7, e105–e125. doi: 10.1016/s2468-2667(21)00249-8

Gorelick, P. B., Scuteri, A., Black, S. E., Decarli, C., Greenberg, S. M., Iadecola, C., et al. (2011). Vascular contributions to cognitive impairment and dementia: A statement for healthcare professionals from the American Heart Association/American Stroke Association. Stroke 42, 2672–2713. doi: 10.1161/STR.0b013e3182299496

Grabenhenrich, L. B., and Roll, S. (2014). Higher glucose levels associated with lower memory and reduced hippocampal microstructure. Neurology 83:102. doi: 10.1212/wnl.0000000000000558

Harada, C. N., Natelson Love, M. C., and Triebel, K. L. (2013). Normal cognitive aging. Clin. Geriatr. Med. 29, 737–752. doi: 10.1016/j.cger.2013.07.002

Hillary, F. G. (2008). Neuroimaging of working memory dysfunction and the dilemma with brain reorganization hypotheses. J. Int. Neuropsychol. Soc. 14, 526–534. doi: 10.1017/s1355617708080788

Iadecola, C. (2010). The overlap between neurodegenerative and vascular factors in the pathogenesis of dementia. Acta Neuropathol. 120, 287–296.

Iadecola, C. (2013). The pathobiology of vascular dementia. Neuron 80, 844–866. doi: 10.1016/j.neuron.2013.10.008

Iadecola, C., Yaffe, K., Biller, J., Bratzke, L. C., Faraci, F. M., Gorelick, P. B., et al. (2016). Impact of hypertension on cognitive function: A scientific statement from the American Heart Association. Hypertension 68, e67–e94. doi: 10.1161/hyp.0000000000000053

Jokinen, H., Kalska, H., Mäntylä, R., Pohjasvaara, T., Ylikoski, R., Hietanen, M., et al. (2006). Cognitive profile of subcortical ischaemic vascular disease. J. Neurol. Neurosurg. Psychiatry 77, 28–33. doi: 10.1136/jnnp.2005.069120

Kivimäki, M., Singh-Manoux, A., Pentti, J., Sabia, S., Nyberg, S. T., Alfredsson, L., et al. (2019). Physical inactivity, cardiometabolic disease, and risk of dementia: An individual-participant meta-analysis. BMJ 365:l1495. doi: 10.1136/bmj.l1495

Kivipelto, M., Helkala, E. L., Laakso, M. P., Hänninen, T., Hallikainen, M., Alhainen, K., et al. (2001). Midlife vascular risk factors and Alzheimer’s disease in later life: Longitudinal, population based study. BMJ 322, 1447–1451. doi: 10.1136/bmj.322.7300.1447

Kresge, H. A., Khan, O. A., Wagener, M. A., Liu, D., Terry, J. G., Nair, S., et al. (2018). Subclinical compromise in cardiac strain relates to lower cognitive performances in older adults. J. Am. Heart Assoc. 7:e007562. doi: 10.1161/jaha.117.007562

Kure, C. E., Rosenfeldt, F. L., Scholey, A. B., Pipingas, A., Kaye, D. M., Bergin, P. J., et al. (2016). Relationships among cognitive function and cerebral blood flow, oxidative stress, and inflammation in older heart failure patients. J. Card Fail. 22, 548–559. doi: 10.1016/j.cardfail.2016.03.006

Langbaum, J. B., Chen, K., Launer, L. J., Fleisher, A. S., Lee, W., Liu, X., et al. (2012). Blood pressure is associated with higher brain amyloid burden and lower glucose metabolism in healthy late middle-age persons. Neurobiol. Aging 33, 827.e11–9. doi: 10.1016/j.neurobiolaging.2011.06.020

Levine, D. A., Gross, A. L., Briceño, E. M., Tilton, N., Giordani, B. J., Sussman, J. B., et al. (2021). Sex differences in cognitive decline among US adults. JAMA Netw. Open. 4:e210169. doi: 10.1001/jamanetworkopen.2021.0169

Love, S., and Miners, J. S. (2016). Cerebrovascular disease in ageing and Alzheimer’s disease. Acta Neuropathol. 131, 645–658. doi: 10.1007/s00401-015-1522-0

Maccora, J., Peters, R., and Anstey, K. J. (2020). What does (low) education mean in terms of dementia risk? A systematic review and meta-analysis highlighting inconsistency in measuring and operationalising education. SSM Popul. Health 12:100654. doi: 10.1016/j.ssmph.2020.100654

Manschot, S. M., Brands, A. M., van der Grond, J., Kessels, R. P., Algra, A., Kappelle, L. J., et al. (2006). Brain magnetic resonance imaging correlates of impaired cognition in patients with type 2 diabetes. Diabetes 55, 1106–1113. doi: 10.2337/diabetes.55.04.06.db05-1323

Moran, C., Beare, R., Phan, T. G., Bruce, D. G., Callisaya, M. L., and Srikanth, V. (2015). Type 2 diabetes mellitus and biomarkers of neurodegeneration. Neurology 85, 1123–1130. doi: 10.1212/wnl.0000000000001982

Niu, J., Zhang, J., Yan, J., Xu, Z., Fang, X., You, J., et al. (2022). Neural dysconnectivity in the hippocampus correlates with white matter lesions and cognitive measures in patients with coronary artery disease. Front. Aging Neurosci. 14:786253. doi: 10.3389/fnagi.2022.786253

Ou, Y. N., Tan, C. C., Shen, X. N., Xu, W., Hou, X. H., Dong, Q., et al. (2020). Blood pressure and risks of cognitive impairment and dementia: A systematic review and meta-analysis of 209 prospective studies. Hypertension 76, 217–225. doi: 10.1161/hypertensionaha.120.14993

Pantoni, L. (2010). Cerebral small vessel disease: From pathogenesis and clinical characteristics to therapeutic challenges. Lancet Neurol. 9, 689–701. doi: 10.1016/s1474-4422(10)70104-6

Prins, N. D., and Scheltens, P. (2015). White matter hyperintensities, cognitive impairment and dementia: An update. Nat. Rev. Neurol. 11, 157–165. doi: 10.1038/nrneurol.2015.10

R Core Team (2022). R: A language and environment for statistical computing. Vienna: R Foundation for Statistical Computing.

Ray, R., Juranek, J. K., and Rai, V. (2016). RAGE axis in neuroinflammation, neurodegeneration and its emerging role in the pathogenesis of amyotrophic lateral sclerosis. Neurosci. Biobehav. Rev. 62, 48–55. doi: 10.1016/j.neubiorev.2015.12.006

Scheltens, P., De Strooper, B., Kivipelto, M., Holstege, H., Chételat, G., Teunissen, C., et al. (2021). Alzheimer’s disease. Lancet 397, 1577–1590.

Shabir, O., Berwick, J., and Francis, S. E. (2018). Neurovascular dysfunction in vascular dementia, Alzheimer’s and atherosclerosis. BMC Neurosci. 19:62. doi: 10.1186/s12868-018-0465-5

Skoog, I., Lernfelt, B., Landahl, S., Palmertz, B., Andreasson, L. A., Nilsson, L., et al. (1996). 15-year longitudinal study of blood pressure and dementia. Lancet 347, 1141–1145. doi: 10.1016/s0140-6736(96)90608-x

Sun, D., Thomas, E. A., Launer, L. J., Sidney, S., Yaffe, K., and Fornage, M. (2020). Association of blood pressure with cognitive function at midlife: A Mendelian randomization study. BMC Med. Genomics 13:121. doi: 10.1186/s12920-020-00769-y

Sun, M., Mainland, B. J., Ornstein, T. J., Mallya, S., Fiocco, A. J., Sin, G. L., et al. (2018). The association between cognitive fluctuations and activities of daily living and quality of life among institutionalized patients with dementia. Int. J. Geriatr. Psychiatry 33, e280–e285. doi: 10.1002/gps.4788

Tombaugh, T. N., and McIntyre, N. J. (1992). The mini-mental state examination: A comprehensive review. J. Am. Geriatr. Soc. 40, 922–935. doi: 10.1111/j.1532-5415.1992.tb01992.x

Umegaki, H. (2014). Type 2 diabetes as a risk factor for cognitive impairment: Current insights. Clin. Interv. Aging 9, 1011–1019. doi: 10.2147/cia.S48926

Ungvari, Z., Toth, P., Tarantini, S., Prodan, C. I., Sorond, F., Merkely, B., et al. (2021). Hypertension-induced cognitive impairment: From pathophysiology to public health. Nat. Rev. Nephrol. 17, 639–654. doi: 10.1038/s41581-021-00430-6

van Borkulo, C. D., Borsboom, D., Epskamp, S., Blanken, T. F., Boschloo, L., Schoevers, R. A., et al. (2014). A new method for constructing networks from binary data. Sci. Rep. 4:5918. doi: 10.1038/srep05918

van Borkulo, C. D., van Bork, R., Boschloo, L., Kossakowski, J. J., Tio, P., Schoevers, R. A., et al. (2022). Comparing network structures on three aspects: A permutation test. Psychol. Methods doi: 10.1037/met0000476 [Epub ahead of print].

van Borkulo, C., Boschloo, L., Borsboom, D., Penninx, B. W., Waldorp, L. J., and Schoevers, R. A. (2015). Association of symptom network structure with the course of [corrected] depression. JAMA Psychiatry 72, 1219–1226. doi: 10.1001/jamapsychiatry.2015.2079

van Buuren, S., and Groothuis-Oudshoorn, K. (2011). Mice: Multivariate imputation by chained equations in R. J. Stat. Softw. 45, 1–67. doi: 10.18637/jss.v045.i03

van der Ploeg, T., Austin, P. C., and Steyerberg, E. W. (2014). Modern modelling techniques are data hungry: A simulation study for predicting dichotomous endpoints. BMC Med. Res. Methodol. 14:137. doi: 10.1186/1471-2288-14-137

van Loo, H. M., Van Borkulo, C. D., Peterson, R. E., Fried, E. I., Aggen, S. H., Borsboom, D., et al. (2018). Robust symptom networks in recurrent major depression across different levels of genetic and environmental risk. J. Affect. Disord. 227, 313–322. doi: 10.1016/j.jad.2017.10.038

Wolters, F. J., Segufa, R. A., Darweesh, S. K. L., Bos, D., Ikram, M. A., Sabayan, B., et al. (2018). Coronary heart disease, heart failure, and the risk of dementia: A systematic review and meta-analysis. Alzheimers Dement. 14, 1493–1504. doi: 10.1016/j.jalz.2018.01.007

World Health Organization [WHO] (2019). Global dementia observatory (GDO). Available online at: https://www.who.int/data/gho/data/themes/global-dementia-observatory-gdo (accessed May 2023).

Wu, Y. T., Beiser, A. S., Breteler, M. M. B., Fratiglioni, L., Helmer, C., Hendrie, H. C., et al. (2017). The changing prevalence and incidence of dementia over time - current evidence. Nat. Rev. Neurol. 13, 327–339. doi: 10.1038/nrneurol.2017.63

Wu, Y., Jia, M., Xiang, C., Lin, S., Jiang, Z., and Fang, Y. (2022). Predicting the long-term cognitive trajectories using machine learning approaches: A Chinese nationwide longitudinal database. Psychiatry Res. 310:114434. doi: 10.1016/j.psychres.2022.114434

Xie, W., Zheng, F., Yan, L., and Zhong, B. (2019). Cognitive decline before and after incident coronary events. J. Am. Coll. Cardiol. 73, 3041–3050. doi: 10.1016/j.jacc.2019.04.019

Xue, M., Xu, W., Ou, Y. N., Cao, X. P., Tan, M. S., Tan, L., et al. (2019). Diabetes mellitus and risks of cognitive impairment and dementia: A systematic review and meta-analysis of 144 prospective studies. Ageing Res. Rev. 55:100944. doi: 10.1016/j.arr.2019.100944

Yaffe, K., Blackwell, T., Kanaya, A. M., Davidowitz, N., Barrett-Connor, E., and Krueger, K. (2004). Diabetes, impaired fasting glucose, and development of cognitive impairment in older women. Neurology 63, 658–663. doi: 10.1212/01.wnl.0000134666.64593.ba

Yang, Z., Wang, H., Edwards, D., Ding, C., Yan, L., Brayne, C., et al. (2020). Association of blood lipids, atherosclerosis and statin use with dementia and cognitive impairment after stroke: A systematic review and meta-analysis. Ageing Res. Rev. 57:100962. doi: 10.1016/j.arr.2019.100962

Zhang, M. Y., Katzman, R., Salmon, D., Jin, H., Cai, G. J., Wang, Z. Y., et al. (1990). The prevalence of dementia and Alzheimer’s disease in Shanghai, China: Impact of age, gender, and education. Ann. Neurol. 27, 428–437. doi: 10.1002/ana.410270412

Zhang, Y. R., Xu, W., Zhang, W., Wang, H. F., Ou, Y. N., Qu, Y., et al. (2022). Modifiable risk factors for incident dementia and cognitive impairment: An umbrella review of evidence. J. Affect. Disord. 314, 160–167. doi: 10.1016/j.jad.2022.07.008


OPS/images/fnagi-15-1229559-g002.jpg
n
Attention and calculation
1l






OPS/images/cross.jpg
@ Check for updates.





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Cognitive function and cardiovascular health in the elderly: network analysis based on hypertension, diabetes, cerebrovascular disease, and coronary heart disease



		Highlights



		1. Introduction



		2. Materials and methods



		2.1. Participants



		2.2. Procedure



		2.3. Cognition assessment



		2.4. Data analysis



		2.4.1. Network model construction



		2.4.2. Network estimation and centrality measurements



		2.4.3. Covariates and network comparisons











		3. Results



		3.1. Sample characteristics



		3.2. MMSE total score model



		3.3. MMSE individual score items network model



		3.4. Comparison of network models divided by vascular factors



		3.4.1. Hypertension group



		3.4.2. Diabetes group



		3.4.3. Cerebrovascular disease group



		3.4.4. Coronary heart disease group











		4. Discussion



		5. Limitations



		6. Conclusion



		Data availability statement



		Ethics statement



		Author contributions



		Funding



		Acknowledgments



		Conflict of interest



		Publisher’s note



		Footnotes



		References

















OPS/images/fnagi-15-1229559-g003.jpg
Strength

Orientation
Registration OT4 1
Attention and calculation OT3 -
Recall
Language and visual construction OT2 1
Covariates

LR14

LP1 -

G <\ e

| — HTN
LEx1 1

LE3 A =&~ Non-HTN

Language and visual construction
Covariates CHD o

DM -
D34
Orientation D2 -
Registration
Attention and calculation DA
Recall J






OPS/images/fnagi-15-1229559-g001.jpg
@ MMSE total score

- e MMSE total score
@ Diseases

@ Diseases
@ Covariates

e






OPS/images/fnagi-15-1229559-t001.jpg
Community

Item description

Failure to answer questions
or incomplete answers

Answer the question
correctly

I. Orientation (10 points) Temporal OT1 What is the day? 312 (14%) 1,913 (86%)
orientation
oT2 What is the date? 328 (14.7%) 1,897 (85.3%)
OoT3 What is the month? 89 (4%) 2,136 (96%)
OT4 What is the season? 49 (2.2%) 2,176 (97.8%)
oT5 What is the year? 101 (4.5%) 2,124 (95.5%)
Spatial OS1 Where are we now? 13 (0.6%) 2,212 (99.4%)
orientation Province?
0S2 What district do you live in? 31 (1.4%) 2,194 (98.6%)
0S3 What street do you live in? 118 (5.3%) 2,107 (94.7%)
0S4 Where is this place? 63 (2.8%) 2,162 (97.2%)
0S5 Where are we now? 77 (3.5%) 2,148 (96.5%)
Floor?
II. Registration (3 points) | Immediate recall R1 Repeat the words: ball 97 (4.4%) 2,128 (95.6%)
R2 Repeat the words: National 103 (4.6%) 2,122 (95.4%)
Flag
R3 Repeat the words: tree 154 (6.9%) 2,071 (93.1%)
IIL. Attention and Attention and Al 100 — 7 (93) 72 (3.2%) 2,153 (96.8%)
calculation (5 points) calculation
A2 —7 (86) 509 (22.9%) 716 (77.1%)
A3 —7(79) 605 (27.2%) 1,620 (72.8%)
Ad —7(72) 678 (30.5%) 547 (69.5%)
A5 —7(65) 830 (37.3%) 1395 (62.7%)
IV. Recall (3 points) Delayed recall D1 Recall: ball 535 (24.0%) ,690 (76.0%)
D2 Recall: national flag 655 (29.4%) ,570 (70.6%)
D3 Recall: tree 798 (35.9%) ,427 (64.1%)
V. Language and visual Naming LN1 Name shown object: watch 24 (1.1%) 2,201 (98.9%)
construction (9 points)
LN2 Name shown object: pencil 28 (1.3%) 2,197 (98.7%)
Repetition LP1 Repeat the phrase 309 (13.9%) 1,916 (86.1%)
Executive LE1L Follow oral instructions.1 142 (6.4%) 2,083 (93.6%)
function
LE2 Follow oral instructions.2 108 (4.9%) 2,117 (95.1%)
LE3 Follow oral instructions.3 148 (6.7%) 2,077 (93.3%)
Reading LR1 Follow written instruction 242 (10.9%) 1,983 (89.1%)
Expression LEx1 Make up and write a sentence 604 (27.1%) 1,621 (72.9%)
Drawing LD1 Copy a picture (of two 659 (29.6%) 1,566 (70.4%)

figures)
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